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Example 3195 

AHcte4^4-Dlmethylamlno-5,6J>^ 
benzamide hydrochloride 

Step A: Synthesis of AHcte4-(4-dimethylamlno-5,6 ,7,8-tetrahydro-quina20lin-2-ylamlno)-cyclohexylmethyl]- 
3,4-dffluoro-benzamlde hydrochloride. 

[0807] To a solution of A£-(cte-4-aminome%l<yclohexyl)-A^,^^ 

amine in step A of example 3113 (300 mg) in CHCI 3 (3 mL) were added iPr 2 NEt (0.36 mL) and 3,4-difluoro-benzoyl 
chloride (1 94 mg). The mixture was stirred at ambient temperature for 1 7 hr. The reaction was quenched with saturated 
aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4 filtered, concentrated under reduced pressure, and purified by medium-pressure liquid chromatog- 
raphy (NH-silica gel, 33% EtOAc in hexane). To a solution of the above material in EtOAc (2 mL) was added 4 M 
hydrogen chloride in EtOAc (1 0 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated under 
reduced pressure. A suspension of the residue in E^O (20 mL) was stirred at ambient tempareture for 1 hr. The 
precipitate was collected by filtration, washed with E^O, and dried under reduced pressure to give A/-[c/*4-(4-dimeth- 
ylamino-5 f 6,7,8-tetrahydro-quinazolin-2-yl hydrochloride (263 mg) 

as a white solid. 

ESI MS m/e 466, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 8 1 .50-1 .96 (m, 13 H), 2.49-2.59 (m, 2 H), 2.66-2.77 (m, 
2H), 3.21 (s, 6 H), 3.42-3.51 (m, 2 H), 4.16-4.28 (m, 1 H). 6.91-7.01 (m, 1 H), 7.17-7.26 (m, 1 H), 7.80-7.92 (m, 2 H), 
8.55 (d, J= 8.2 Hz, 1 H), 12.61-12.77 (m, 1 H). 

Example 3196 

1- (2>Dlchloro-phenyl)-3-[c/s-4-(^ 
cyclohexylmethyl]-urea hydrochloride 

Step A: Synthesis of H2,3^lchloro-phenyl)-3-[ci^(4-dimethy 

2- ylamlno)-cyclohexylmethyl}-urea hydrochloride. 

[0808] To a solution of A^-(cis-4-aminomethyl^clohexy^ 

amine in step A of example 3113 (300 mg) in DMSO (3 mL) was added 1 ,2-dichloro-4-isocyanato-benzene (207 mg). 
The mixture was stirred at ambient temperature for 12 hr and poured into water. The precipitate was filtrated, washed 
with water, and purified by medium-pressure liquid chromatography (NH-silica gel, 25% to 50% EtOAc in hexane). To 
a solution of the above material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (10 mL). The mixture was 
stirred at ambient temperature for 1 hr and concentrated under reduced pressure. A suspension of the residue in E^O 
(20 mL) was stirred at ambient tempareture for 1 hr. The precipitate was collected by filtration, washed with Et 2 0, and 
dried under reduced pressure to give 1 -(2,3-dichloro-phenyl)-3-{cfe-4-(4-dimethylamino-5 t 6,7 1 8-tetrahydro-quinazolin- 
2-ylamino)-cyclohexylmethyl]-urea hydrochloride (113 mg) as a white solid. 

ESI MS m/e 491, M+; 'H NMR (200 MHz, CDCI3) 5 1.42-2.04 (m, 13 H), 2.46-2.80 (m, 4 H), 3.21 (s, 6 H), 3.29-3.44 
(m, 2 H), 4.18-4.38 (m, 1 H), 6.80-7.22 (m, 3 H), 8.06-8.45 (m, 3 H), 12.04-12.29 (m, 1 H). 

Example 3197 

AHc/s4K4-DlmethylamIno-pyrimldln-2-ylamta^ hydrochloride 

Step A: Synthesis of AK^^-(^dImethylamlno-pyrimldIn-2-ylamino)-cyclohexyl]-3,4-dlfluoro-benzamlde 
hydrochloride. 

[0809] Using the procedure for the step D of example 3129, the title compound was obtained. ESI MS m/e 376, M 
(free) + H + ; ^H NMR (300 MHz, CDCI3) 8 1.61-2.01 (m, 8 H), 3.17 (s, 3 H), 3.28 (s, 3 H), 3.98-4.32 (m, 2 H), 5.98^, 
J= 7.3 Hz, 1 H), 6.45-6.63 (m, 1 H), 7.11-7.30 (m, 1 H), 7.41-7.79 (m, 3 H), 8.67-8.94 (m, 1 H), 12.89-13.06 (m, 1 H). 
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Example 3198 

5-Nltro-thlophene-3-carboxyllc acid [c/s^4-dlmethylamino-pyrimidine-2-ylamlno>^yclohexyl]-ainid8 
hydrochloride 

Step A: Synthesis of 5-nltro-thlophene-3-carboxyllc acid [c/s-4-(4-dlmethylamlno-pyrlmldlne-2-ylamlno)- 
cyclohexyQ-amlde hydrochloride. 

[0810] To a solution of 5-nitro-thiophene-3-carboxylic acid (265 mg) and c/s-A^(4-amino-cyclohexyl)-/V* /^-dime- 
thyl-pyrimidine-2,4-diamine in step C of example 3129 (300 mg) in DMF (3 mL) were added EtjN (0.43 mL), HOBt- 
H 2 0 (293 mg), and EDC-HCI (293 mg). The reaction mixture was stirred at ambient temperature for 12 hr. To the 
reaction mixture was added water (20 mL) and the suspension was stirred at ambient temperature for 1 hr. The pre- 
cipitated was collected by filtration, washed with H 2 0 and purified by medium-pressure liquid chromatography (NM- 
silica gel, 20% to 50% EtOAc in hexane). To a solution of the above material in EtOAc (1 0 mL) was added 4 M hydrogen 
chloride in EtOAc (2 mL). The mixture was stirred at ambient temperature for 1 hr. The precipitate was collected by 
filtration, washed with EtOAc, and dried under reduced pressure to give 5-nitro-thiophene-3-carboxylic acid [c/s- 

4- (4-dimethylamino-pyrimidine-2-ylamino)-cyclohexyl]-amide hydrochloride (71 mg) as a white solid. 

ESI MS m/e 413, M (free) + Na+; NMR (300 MHz, CDCI3) 8 1 .62-2.02 (m, 8 H), 3.1 8 (s, 3 H), 3.27 (s, 3 H), 3.99-4.29 
(m, 2 H) 5.99 (d, J= 7.5 Hz, 1 H), 7.48-7.64 (m, 2 H), 8.34 (d, J = 1 .8 Hz, 1 H), 8.48 (d, J= 1 .8 Hz, 1 H), 8.50-8.67 (m, 
1 H), 12.58-12.76 (m, 1 H). 

Example 3199 

5- {4-Chloro-phenyl)-furan-2-cart>oxyllcacld [cls-4-(4-dimethylamino-pyrimidln-2-ylamino)-cyclohexyl]-amide 
hydrochloride 

Step A: Synthesis of 5-(4-Chloro-phenyl)-f uran-2-carboxylic acid [eis-4-(4-dimethylamlno-pyrimidin- 
2-ylamino)-cyclohexyl}-amlde hydrochloride. 

[0811] Using the procedure for the step A of example 3198, the title compound was obtained. ES) MS m/e 462, M 
(free) + Na+; 1 H NMR (300 MHz, CDCI3) 5 1.67-2.07 (m, 8 H), 3.17 (s, 3 H), 3.28 (s, 3 H), 4.01-4.27 (m, 2 H), 5.97 (d, 
J= 6.9 Hz, 1 H), 6.71 (d, J= 3.5 Hz, 1 H), 6.76-6.87 (m, 1 H), 7.17 (d, J= 3.5 Hz, 1 H), 7.36-7.55 (m, 3 H), 7.69-7.79 
(m, 2 H), 8.65-8.86 (m, 1 H), 13.08-13.30 (m, 1 H). 

Example 3200 

4'-Fluoro-blphenyl-4-carboxylic acid [c/s-4-(4-dimethylamlno-pyrimldIn-2-ylamino)-cyclohexyl]-amlde 
hydrochloride 

Step A: Synthesis of 4'-fluoro-biphenyl-4-carboxyllc acid [c/s-4-(4-dlmethylamino-pyrlmldln-2-ylamlno)- 
cyelohexylj-amfde hydrochloride. 

[0812] Using the procedure for the step A of example 3198, the title compound was obtained. ESI MS m/e 456, M 
(free) + Na+; 1 H NMR (300 MHz, CDCI3) 5 1 .66-2.06 (m, 8 H), 3.17 (s, 3 H), 3.28 (s, 3 H), 4.06-4.32 (m, 2 H), 5.97 (d, 
J= 7.3 Hz, 1 H), 6.50-6.60 (m, 1 H), 7.09-7.20 (m, 2 H), 7.43-7.64 (m, 5 H), 7.85-7.91 (m, 2 H), 8.74-8.86 (m, 1 H), 
12.98-13.23 (m, 1 H). 

Example 3201 

AK^^^^DImethylamlno-pyrlmidin-2-ylamlno)^clohexyl]-2^4-fluoro-phenoxy)-nlcotlnamide 
hydrochloride 

Step A: Synthesis of AKc/s-4-(4-dimethylamino-pyrimfdin-2-ylamino)-cyclohexyl]-2-(4-fluoro-phenoxy>- 
nlcotlnamide hydrochloride. 

[0813] Using the procedure for the step A of example 31 98, the title compound was obtained. 

ESI MS m/e 473, M (free) + Na+; 1 H NMR (300 MHz, CDCI3) 8 1 .62-2.05 (m, 8 H), 3.16 (s, 3 H), 3.26 (s, 3 H), 4.07-4.24 

(m, 2 H), 5.94 (d, J= 7.3 Hz, 1 H), 7.09-7.20 (m, 3 H), 7.23-7.32 (m, 2 H), 7.42-7.52 (m, 1 H), 7.8 1 -7.94 (m, 1 H), 
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8.20 (del, J= 4.8, 2.0 Hz, 1 H), 8.54 (dd, J= 7.5, 2.1 Hz, 1 H), 8.70-8.80 (m, 1 H), 13.23-13.38 (m, 1 H). 
Example 3202 

/^e/s^4-Dlmethylamlno^yrlmldln-2-yta^^ 
dlhydrochloride 

Step A: Synthesis of /V^c/s^(4^imethylamlno-pyrimM^ 
acetamlde dlhydrochloride. 

[0814] Using the procedure for the step A of example 31 98, the title compound was obtained. 

ESI MS m/e419, M (free) + Na+; ^H NMR (300 MHz, CDCI3) 8 1.14-1.35 (m, 3 H), 1.55-1.92 (m, 8 H), 3.15 (s, 3 H), 

3.24 (s, 3 H), 3.45-3.64 (m, 2 H), 3.75-4.06 (m, 4 H), 5.91-6.03 (m, 1 H), 7.00-7.64 (m, 7 H), 8.32-8.48 (m, 1 H), 
13.12-13.34 (m, 1 H). 

Example 3203 

C*c/s-(4-Chloro-phenyl)-ethy^ 
dlhydrochloride 

Step A: Synthesis of C{c/sK4^htor©-phenyl>^hyl«amlno^ 
cyclohexyQ-acetamide dlhydrochloride. 

[0815] Using the procedure for the step A of example 31 98, the title compound was obtained. 

ESI MS m/e 431, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1.12-1.24 (m, 3 H), 1.51-1.96 (m, 8 H), 3.15 (s, 3 H), 

3.25 (s, 3 H), 3.43-3.55 (m, 2 H) t 3.74-3.98 (m, 3 H), 4.01-4.18 (m, 1 H), 5.88-6.02 (m, 1 H), 6.68-6.87 (m, 3 H), 
7.15-7.24 (m, 2 H), 7.43-7.52 (m, 1 H), 8.49-8.62 (m, 1 H), 13.11-13.28 (m, 1 H). 

Example 3204 

2K3ADffluoio^henyl)-N{c/s^(4^lmethy^ hydrochloride 

Step A: Synthesis of 2K3,4^muoro^henyl>-A^[c/s^(4<IImethylamlno-pyrlmidln-2-ylamlno)-cycloh 
acetamlde hydrochloride. 

[0816] Using the procedure for the step A of example 31 98, the title compound was obtained. 
ESI MS m/e 390, M (free) + H + ; 1 H NMR (300 MHz, DMSO-d 6 ) 81 .46-1 .87 (m, 8 H), 3.15 (s, 3 H), 3.18 (s, 3 H), 3.46 
(s, 2 H), 3.58-3.75 (m, 1 H), 3.86-4.04 (m, 1 H), 6.36 (d, J = 7 A Hz, 1 H), 7.05-7.13 (m, 1 H), 7.27-7 AO (m, 2 H), 
7.84-7.94 (m, 1 H), 8.10-8.19 (m, 1 H), 8.27-8.38 (m, 1 H), 12.14-12.23 (m f 1 H). 

Example 3205 

N^c/^4-Dlmethylamlno-pyrimW^^^ hydrochloride 

Step A: Synthesis of A*{c/s^-<4-dlmethylamlno-pyrimld^ 
hydrochloride. 

[0817] Using the procedure for the step D of example 3129, the title compound was obtained. 
ESI MS m/e 376, M (free) + H+; 1 H NMR (300 MHz, CDCI 3 ) 8 1.64-2.02 (m, 8 H), 3.17 (s, 3 H), 3.28 (s, 3 H), 4.01-4.31 
(m, 2 H), 5.97 (d, J= 7 A Hz, 1 H), 6.46-6.57 (m, 1 H), 6.87-6.98 (m, 1 H), 7.30-7.40 (m, 2 H), 7.49 (d, J= 7.4 Hz, 1 
H), 8.77-8.93 (m, 1 H). 
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Example 3206 

3^hloro-AHcte-4-(4<Jlmethylamlno^ hydrochloride 

Step A: Synthesis of 3^hloro-AHcte-4-(4Kiimethylamino^yrlmM^ 
benzamlde hydrochloride. 

[0818] Using the procedure for the step A of example 31 98, the title compound was obtained. 
ESI MS m/e 392, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .65-2.00 (m, 8 H), 3.1 7 (s, 3 H) ( 3.28 (s, 3 H), 4.03-4.30 
(m, 2 H), 5.97 (d, J= 7.5 Hz, 1 H), 6.43-6.53 (m, 1 H), 7.19 (t, J = 8.5 Hz, 1 H), 7.43-7.54 (m, 1 H), 7.65-7.75 (m, 1 H), 
7.90-7.97 (m, 1 H) f 8.76-8.94 (m, 1 H), 12.95-13.14 (m, 1 H). 

Example 3207 

4^hloro-fl-[cJ^(4-dlmethylamino-pyrlmtdln-2-yta^ hydrochloride 

Step A: Synthesis of 4^hloro-Af-[cJ^-4-(4-dlmethylamino-pyrimidin-2-ylamlno)-cyclohexyl]-3-fluoro- 
benzamide hydrochloride. 

[0819] Using the procedure for the step A of example 31 98, the title compound was obtained. 
ESI MS m/e 392, M (free) + H + ; 1 H NMR (300 MHz, DMSO-d 6 ) 8 1 ,56-1 .98 (m, 8 H), 3.05-3.27 (m, 6 H), 3.76-4.10 (m, 
2 H), 6.37 (d, J= 7.6 Hz, 1 H), 7.65-7.80 (m t 2 H), 7.84-7.97 (m, 2 H), 8.21 -8.34 (m, 1 H), 8.39-8.56 (m, 1 H), 12.09-1 2.27 
(m, 1 H). 

Example 3208 

Pyridine-2-carfooxylic acid [c/s-4-(4-dimethylamino-pyrimidin-2-ylamlno)-cyclohexyl]-amide hydrochloride 

Step A: Synthesis of pyridine-2-carboxyllc acid [c/s-4-(4-dlmethylamino-pyrlmidin-2-ylamino)-cyclohexyl]- 
amide hydrochloride. 

[0820] Using the procedure for the step A of example 3198, the title compound was obtained. ESI MS m/e 341 , M 
(free) + H+; *H NMR (300 MHz, CDCI3) 8 1 .72-2.07 (m, 8 H), 3.17 (s, 3 H), 3.27 (s, 3 H), 4.02^4.22 (m, 2 H), 5.97 (d, 
J= 7.4 Hz, 1 H), 7.36-7.55 (m, 2 H), 7.76-7.88 (m, 1 H), 8.10-8.29 (m, 2 H), 8.52-8.70 (m, 2 H). 

Example 3209 

AKc/s-4-(4-Dimethylamino-pyrimidin-2-ylamino><yclohexyl]-nicotlnamide dihydrochlorlde 

Step A: Synthesis of AKc/s~4-(4-d(methylamlno-pyrimidln-2-ylamlno}-cyclohexyl]-nlcotinamide 
dihydrochlorlde. 

[0821] Using the procedure for the step A of example 31 98, the title compound was obtained. 

ESI MS m/e 341, M (free) + H + ; 1 H NMR (300 MHz, DMSO-de) 8 1.62-2.03 (m, 8 H), 3.15 (s, 3 H), 3.20 (s, 3 H), 

3.83- 4.08 (m, 2 H), 6.37 (d, J= 7.4 Hz, 1 H), 7.81-7.98 (m, 2 H), 8.34-8.48 (m, 1 H), 8.58-8.66 (m, 1 H). 8.76-8.93 (m, 
2 H), 9.17-9.23 (m, 1 H), 12.30-12.48 (m, 1 H). 

Example 3210 

AK^/«^4-Dlmethylamlno-pyrlmidin-2-ylamlno>K^clohexyl]-lsonlcotinamldedlhydi^hlorl^ 

Step A: Synthesis of AKc/s-4-(4-dlmethylamino-pyrimidln-2-ylamlno)-cyclohexyl]-isonicotlnamlde 
dihydrochlorlde. 

[0822] Using the procedure for the step A of example 3198, the title compound was obtained. 

ESI MS m/e 341, M (free) + H + ; 1 H NMR (300 MHz, DMSO-d 6 ) 8 1.67-1.99 (m, 8 H), 3.16 (s, 3 H) f 3.20 (s, 3 H), 

3.84- 4.07 (m, 2 H), 6.37 (d, J= 7 A Hz, 1 H), 7.86-8.02 (m, 1 H), 8.25 (d, J= 6.5 Hz, 2 H), 8.48-8.57 (m, 1 H), 8.95-9.13 
(m,3H), 12.53-12.69 (m, 1 H). 
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Example 3211 

5-Broiro-A^[cfe-4-(4^lmetty^^ 

Step A: Synthesis of 5-Bromo-AKc^(4<limethylamin^ 
hydrochloride. 

[0823] Using the procedure for the step A of example 31 98, the title compound was obtained. 
ESI MS m/e 419, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 81 .64-2.07 (m, 8 H), 3.18 (s, 3 H), 3.28 (s, 3 H), 4.04-4.31 
(m, 2 H), 5.95-6.04 (m, 1 H), 7.37-7.65 (m, 2 H), 8.42 (brs, 1 H). 8.63-8.74 (m, 1 H), 8.79 (brs, 1 H), 9.12 (brs, 1 H), 
12.72-12.97 (m, 1 H). 

Example 3212 

W^c/s-4-(4-Dlmethylamino-pyrlmldin^ hydrochloride 

Step A: Synthesis of AKc/s-4-(4-dlmethylamlno-pyrimldln-2-y lamlno)-cyclohexyl]-6-trlf luoromethyl- 
nlcotlnamlde hydrochloride. 

[0824] Using the procedure for the step A of example 31 98, the title compound was obtained. 
ESI MS m/e 409, M (free) + H+; 1 H NMR (300 MHz, CDCI3) 5 1 .63-2.06 (m, 8 H), 3.18 (s, 3 H),3.27 (s, 3 H), 4.07-4.34 
(m f 2 H), 5.98 (d, J= 7.4 Hz, 1 H), 7.47-7.62 (m, 2 H), 7.72 (d, J= 8.0 Hz, 1 H), 8.35-8.45 (m, 1 H), 8.57-8.74 (m, 1 
H), 9.24-9.31 (m, 1 H). 

Example 3213 

4-Chloro-pyridlne-2-carboxyllc acid [cte-4-(4-dlmethylamlno-pyrlmldln-2-ylamlno)-cyclohexyl]-amide 
hydrochloride 

Step A: Synthesis of 4-chloro-pyrldlne-2-carboxyllc acid [c/s-4-(4-dlmethylamlno-pyrimldln-2-ylamlno)- 
cyclohexyQ-amide hydrochloride. 

[0825] Using the procedure for the step A of example 31 98, the title compound was obtained. 

ESI MS m/e 375, M (free) + H+; 1 H NMR (300 MHz, CDCI3) 6 1.71-2.09 (m, 8 H), 3.18 (s, 3 H), 3.28 (s, 3 H), 4.01-4.24 

(m, 2 H), 5.88-6.08 (m, 1 H), 7.39-7.59 (m, 2 H), 8.05-8.35 (m, 2 H), 8.43-8.72 (m, 2 H), 13.20-13.45 (m, 1 H). 

Example 3214 

AHcls^4-Dlmethylamlno-pyrimldin-2-ylamlno)^clohexyl}-^fluoro-benzamlde hydrochloride 

Step A: Synthesis of AKc/s-4^4-dlmethylamlno-pyrimldln-2-ylamlno)-cyclohexyl]-4-f luoro-benzamlde 
hydrochloride. 

[0826] Using the procedure for the step 0 of example 31 29, the title compound was obtained. 
ESI MS m/e 380, M (free) + Na+; 1H NMR (300 MHz, CDCI 3 ) 5 1 .63-2.24 (m, 8 H), 3.17 (s, 3 H), 3.27 (s, 3 H), 4.01 -4.32 
(m, 2 H), 5.97 (d, J= 7.3 Hz, 1 H), 6.38-6.57 (m, 1 H), 7.01-7.17 (m, 2 H), 7.41-7.54 (m, 1 H), 7.77-7.91 (m, 2 H), 
8.76-8.84 (m, 1 H), 12.86-13.14 (m, 1 H). 

Example 3215 

3^hloro-AKcfe-4-(4^lmethytamlno-pyrlmW hydrochloride 

Step A: Synthesis of 3^hloro-^[cto-4-(4-dlme^ylamlnoi>yrlmldin-2-ylamlno>cyclohexylh5-fluo^ 
benzamlde hydrochloride. 

[0827] Using the procedure for the step A of example 31 98, the title compound was obtained. 

ESI MS m/e 41 4, M (free) + Na+; *H NMR (300 MHz, CDCI3) 8 1 .64-2.03 (m, 8 H), 3.17 (s, 3 H), 3.28 (s, 3 H), 4.02^.31 

(m, 2 H), 5.97 (d, J = 7.4 Hz, 1 H), 6.53-6.67 (m, 1 H), 7.16-7.23 (m, 1 H), 7.41-7.51 (m, 2 H), 7.58-7.64 (m, 1 H), 
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8.76-8.91 (m, 1 H). 
Example 3216 

AKete-4^4-Dlmethylamlno^ 

Step A: Synthesis of /^e#s^4MJImethylamlno-pyrimldln-2^ 
hydrochloride. 

[0828] Using the procedure for the step A of example 31 98, the title compound was obtained 

ESI MS m/e 41 6, M (free) + Na+; 1 HNMR (300 MHz, CDCI3) S 1 .66-2.03 (m, 8 H), 3.1 8 (s, 3 H), 3.28 (s 3 H) 4 01 -4 34 

(m, 2 H), 5.98 (d, J= 7.4 Hz, 1 H), 6.70-6.79 (m, 1 H), 7.42-7.63 (m, 3 H), 8.73-8.86 (m, 1 H). 

Example 3217 

3,5-DI-tert-butykfHc/*-4-(4-dlmethylamlno^ 
hydrochloride 

Step A: Synthesis of 3,5^l-tert.butyl-AHc/s^4^lmethylam^ 
benzamlde hydrochloride. 

[0829] Using the procedure for the step A of example 31 98, the title compound was obtained 
ESI MS m/e 490, M (free) + Na+;lH NMR (300 MHz, CDCI3) 8 1.47 (s, 18 H), 1.63-2.13 (m, 8 H). 3.17 (s, 3 H), 3 28 
(s, 3 H), 4.05-4.27 (m, 2 H). 5.52 (s. 1 H), 5.90-6.02 (m. 1 H), 6.57-6.73 (m, 1 H), 7.41-7.55 (m, 1 H), 7 63 (s 2 H) 
8.60-8.77 (m, 1 H). 13.00-13.24 (m, 1 H). ' 

Example 3218 

1-(2,3-Dtehloro^henyl)-3-[c^(^ 

Step A: Syntheslsof 1-(2,3-dlchloro-phenyl)-3-[cls^(4-dlme^ 

hydrochloride. ' ' 

[0830] To a solution of /^(c/^4-amino-cyclohexyl)-/V<,/V*-dimethyl-pyrimidine-2,4-diamine in step C of example 
3129 (300 mg) in DMSO (3 mL) was added 1,2-dichloro-3-isocyanato-benzene (264 mg). The mixture was stirred at 
ambient temperature for 1 2 hr and poured into water. The precipitate was filtrated, washed with water, and purified by 
medium-pressure liquid chromatography (NH-silica gel, 25% to 50% EtOAc in hexane). To a solution of the above 
material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (10 mL). The mixture was stirred at ambient 
temperature for 1 hr and concentrated under reduced pressure. A suspension of the residue in EUO (20 mL) was 
stirred at ambient temperature for 1 hr. The precipitate was collected by filtration, washed with Et 2 0, and dried under 

reduced pressure to give 1-(2.3-dlchloro-phenyl)-3-[c/*4-(4-dimethylamlno-pyrimidin-2-ylamino)-cyclohexyn-urea hy- 
drochlonde (421 mg) as a white solid. 

ESI MS m/e 445, M (free) + Na+; 'H NMR (200 MHz, CDCI3) 8 1 .63-2.19 (m. 8 H), 3.15 (s, 3 H). 3.25 (s, 3 H) 3 80-4 22 

m " f 2" 5?iS J= 7 4 HZ> 1 H) ' 7 00 " 7 - 19 (m ' 2 H) ' 7 " 43 ' 7 - 64 (m ' 2 H) ' 816 < dd ' J = 8 3 > 17 1 H),' 8.37-8.52 
(m, 1 H), 12.70-13.00 (m, 1 H). 

Example 3219 

Wle/s-4-(4-Dlniethylamlno-pyr!mld^ 

Step A: Synthesis of WYe/s^(4^llmethylamlno-pyrimldln-2-ylamlno)^clohexylmethyn.3,4Kllfluoro- 
benzamlde hydrochloride. 

[0831] To a solution of ^(ofe-l-aminomethyl-cyclohexyO-Ar*. /V*-dimethyl-pyrimidine-2,4-diamine in step B of exam- 
ple 3145 (300 mg) in CHCI3 (3 mL) were added iPr 2 NEt (0.59 mL) and 3,4-difluoro-benzoyl chloride (233 mg) The 
mixture was stirred at ambient temperature for 17 hr. The reaction was quenched with saturated aqueous NaHCO, 
and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgSO/ 
filtered, concentrated under reduced pressure, and purified by medium-pressure liquid chromatography (NH-silica gel 
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33 % EtOAc in hexane). To a solution of the above material in EtOAc (2 mL) was added 4 M hydrogen chloride in 
EtOAc (10 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated under reduced pressure. A 
suspension of the residue in Et 2 0 (20 mL) was stirred at ambient tempareture for 1 hr. The precipitate was collected 
by filtration, washed with EtgO, and dried under reduced pressure to give A/-[c/fr4-(4-dimethylamino-pyrimidin-2-yiami- 
no)-cyclohexylmethyl]- 3,4-difluoro-benzamide hydrochloride (1 55 mg) as a white solid. 

ESI MS m/e 412, M (free) + Na+; 1H NMR (200 MHz, CDCI3) 8 1 .26-2.03 (m, 9 H), 3.16 (s, 3 H), 3.26 (s, 3 H), 3.37-3.61 
(m, 2 H), 4.18-4.35 (m, 1 H), 5.94 (d, J= 7.4 Hz, 1 H), 6.82-7.33 (m, 2 H), 7.46 (d, J= 7.4 Hz, 1 H), 7.74-8.07 (m, 2 
H), 8.83-9.12 (m, 1 H). 

Example 3220 

JH*'^4-Dlmethylamlno-pyrimtaI^ 
hydrochloride 

Step A: Synthesis of AHc/s^4^lmethylamlno-pyrimldin^ 
phenyl)-acetamlde hydrochloride. 

[0832] Using the procedure for the step C of example 31 1 8, the title compound was obtained. 
ESI MS m/e 492, M (free) + Na + ; ^H NMR (300 MHz, CDCI3) 8 1.57-1.98 (m, 9 H), 3.16 (s, 3 H), 3.21-3.33 (m ( 4 H), 
4.16 (s, 2 H), 4.20-4.34 (m t 1 H), 5.95-5.99 (m, 1 H), 6.51-6.64 (m, 1 H), 7.23-7.51 (m, 3 H), 8.75-8.83 (m, 1 H), 
12.80-12.95 (m, 1 H). 

Example 3221 

9H»Xanthene-9-carboxyllc acid [c/s-4-(4-dimethylamlno-pyrimfdin-2-ylamlno)-cyclohexylmethyl]-amlde 
hydrochloride 

Step A: Synthesis of 9/f xanthene-9-carboxylic acid [c/s-4-(4-dimethylamino-pyrimldln-2-ylamino)- 
cyclohexylmethyl}-amlde hydrochloride. 

[0833] Using the procedure for the step C of example 3118, the title compound was obtained. 
ESI MS m/e 480, M (free) + Na+; 1 H NMR (300 MHz, CDCI3) 8 1 .27-1 .94 (m, 9 H), 3.05-3.19 (m, 5 H), 3.24 (s, 3 H), 
4.14-4.28 (m, 1 H), 5.10 (s, 1 H), 5.91 (d, J= 7.4 Hz, 1 H), 6.19-6.33 (m, 1 H), 6.98-7.16 (m, 3 H), 7.20-7.31 (m, 2 H), 
7.37-7.54 (m, 3 H), 8.62-8.82 (m, 1 H) 12.88-13.08 (m, 1 H). 

Example 3222 

H2,3-Dtehloix>-phenyl)^-[cJ9-^ 
hydrochloride 

Step A: Synthesis of H2,3^lchloro^henyl)-3-[cl^4.(4-dlmethylamlno-pyrlmldln.2-ylamlno>- 
cyclohexylmethyl]-urea hydrochloride. 

[0834] To a solution of /^-(c^-aminomethyl-cyclohexyO-A^^-dimethyl-pyrimidine^^-diamine in step B of exam- 
ple 31 45 (300 mg) in DMSO (3 mL) was added 1 ,2-dichloro-3-isocyanato-benzene (249 mg). The mixture was stirred 
at ambient temperature for 15 hr and poured into water (20 mL). The precipitate was filtrated, washed with water, and 
purified by medium-pressure liquid chromatography (NH-silica gel, 25% to 50% EtOAc in hexane). To a solution of the 
above material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (1 0 mL). The mixture was stirred at ambient 
temperature for 1 hr and concentrated under reduced pressure. A suspension of the residue in EtgO (20 mL) was 
stirred at ambient tempareture for 1 hr. The precipitate was collected by filtration, washed with Et 2 0, and dried under 
reduced pressure to 1 -(2,3-dtehloro-phenyl)-3^c/s-4-(4-dime^ 
hydrochloride (260 mg) as a white solid. 

ESI MS m/e 437, M+; 1H NMR (200 MHz, CDCI3) 8 1 .35-2.10 (m, 9 H), 3.16 (s, 3 H), 3.26 (s, 3 H), 3.32-3.47 (m, 2 H), 
4.27-4.47 (m, 1 H), 5.96 (d, J= 7.5 Hz, 1 H), 6.80-7.20 (m, 3 H), 7.47 (d, J= 7.5 Hz, 1 H), 8.08-8.37 (m, 2 H), 8.63-8.93 
(m, 1 H). 
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Example 3223 

3,4-Dmuoi©-/^cis^(4-methylaml^ 

Step A: Synthesis of (2-chloro-pyrlmldln-4-yl)-methy»-amlne. 

[0835] To a solution of 2,4-dichloro-pyrimidine (15.0 g) in THF (150 mL) was added 40% aqueous MeNH« (1 9 5 q) 
The mixture was stirred at ambient temperature for 1 .5 hr. The solution was poured into saturated aqueous NaHCO, 
and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgSO/ 
filtrated, concentrated, and purified by flash chromatography (NH-siltea, 20% EtOAc in hexane) to give (2-chloro-pyri- 
mid.n-4-yl)-me%l-amlne (10.0 g) as a white solid and (4-chloro-pyrimidin-2-yl)-methyl-amine (0.87 g, 6%) as a white 
solid. (2-chloro-pyrimidin-4-yl)-methyl-amine; ' 

f uv^f M+: 1H NMR (3 °° MHZl CDCl3) 8 3 01 < d - J= 5 0 Hz - 3 H >- S- 58 - 5 - 96 C". 1 H). 6.55 (d, J = 5.1 Hz. 
i n), 8.09-8.23 (m, 1 H). 

(4-chloro-pyrimidin-2-yl)-methyl-amine; 

ESI MS m/e 143, M+; 1H NMR (300 MHz, CDCy 52.98 (d, J= 5.0 Hz, 3 H), 6.27 (d. J= 6.1 Hz, 1 H), 7.93-8.20 (m. 1 H). 

Step B: Synthesis of [c/s-4-(4-methylamlno-pyrlmldln-2-ylamlno)-cyclohexy0 carbamic acid tert-butyl ester. 

[0836] A mixture of (2-chloro-pyrimidin-4-y0-methyl-amine (2.50 g) and (c/s-4-amino-cyclohexyl)-carbamic acid tert- 
butyl ester obtained in step B of example 1 (4.10 g) in BuOH (2.50 mL) was stirred at reflux for 24 hr. The reaction 
mixture was poured into saturated aqueous NaHC0 3 , and the aqueous layer was extracted with CHCL (three times) 
The combined organic layer was dried over MgS0 4 , filtrated, concentrated under reduced pressure, and purified bv 
medium-pressure liquid chromatography (NH-siltea, 25% to 66% EtOAc in hexane) to give [cfe^-(4-methylamino-pv- 
nmidin-2-ylamino)-cyclohexyl]-carbamic acid tert-butyl ester (2.63 g) as a white solid 

ESI MS m/e 344, M + Na+; 1H NMR (300 MHz, CDCI3) S 1 .36-1 .88 (m, 1 7 H), 2.89 (d, J= 5.1 Hz 3 H) 3 53-3 69 (m 
1 H). 3.84-4.04 (m. 1 H). 4.44-4.70 (m. 2 H). 4.76^.86 (m, 1 H), 5.69-5.72 (m, = 1 H), 7.80-7.91 (m l H) 

Step C: Synthesis of « 2 -(cls-4-amlno-cyclohexyl).A»<.methyl-pyrimldlne-2,4-dlamlne. 

A solution of [c/*4-(4-methylaminoDyrimidin-2-ylamlno)-cyclohexyl]-carbamic acid tert-butyl ester (4 76 q) 
in EtOAc (48 mL) was cooled on an ice-bath and 4 M hydrogen chloride in EtOAc (24 mL) was added The mixture 
was stirred at ambient temperature for 4 hr and concentrated under reduced pressure. The residue was dissolved in 
1 M aqueous NaOh I and the aqueous layer was extracted with CHCI 3 (five times). The combined organic layer was 
dried over MgS0 4 , filtered, concentrated under reduced pressure, and dried under reduced pressure to qive l^-lcis- 
4-amino-cyclohexy1)-/V*-methyl-pyrlmldlne-2,4-diamine (3.00 g, 80%) as a white solid 

4.56-4.75 (m, 1 H), 4.84-4.97 (m, 1 H), 5.68 (6, J =5.9 Hz, 1 H), 7.85 (d, J =5.7 Hz, 1 H). 
hyd^htorloi 6818 ° f 3, ^ mU °^ N * [ ^ (4 - m ^ ytam,n ^Py rlmld,n - 2 -y |amln o)-qfclohexyl^^ 

J° foS" 1 ' 0 ! 1 ° f 3 - 4 - dmuor °- be ^^ «cid (196 ™g) and ^-(c/^-amino-cyclohexyO-^-methyl-pyrimidine- 
2,4-diamine (250 mg) in DMF (4 mL) were added Et 3 N (0.38 mL), HOBt-H a O (259 mg), and EDC-HCI (LTmg T^ 
reaction mixture was stirred at ambient temperature for 12 hr. To the mixture was added water (20 mL) andthe aqueous 
layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgSO,. filtered, concentrated 
under reduced pressure, and purified by medium-pressure liquid chromatography (NH-silica gel, 33 % to 75% EtOAc 
m hexane). To a solution of the above material in EtOAc (10 mL) was added 4 M hydrogen chloride in EtOAc (0 2 mL) 
The mixture was stirred at ambient temperature for 1 hr. The precipitate was collected by filtration, washed with EtOAc 

h ^^fo.^r 10 9iVe 3 ' 4 - di,,uoro - AA t^-( 4 - m «hylamino-pyhmidin-2-ylamjno)-c y clohexyl]-ben: 
zamide hydrochloride (317 mg) as a white solid. 

fm '^"SS'il f I " (3 °° MH2 * DMS °" de) 8 1 - 55M 90 (m ' 8 H >' 2 89 < d ' J - 4 6 «*• 3 H). 3.80-4.11 
(m, 2 H), 6.03-6.13 (m, 1 H), 7.47-8.03 (m. 4 H). 8.27-8.49 (m, 2 H), 8.82-9.06 (m, 1 H), 11 .92-12.11 (m, 1 H). 
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Example 3224 

3^hloro-4-fluoro-AHc/s^(4-methylamlno-^ 

Step A: Synthesis of 3^loro^-fluoro-AHc/s^4-methy^ 
hydrochloride. 

[0839] Using the procedure for the step C of example 3223, the title compound was obtained. 
ESI MS mte 378, M (free) + H + ; 1 HNMR (300 MHz, DMSO-dy 8 1 .59-1 .90 (m, 8 H), 2.89 (d, J= 4.6 Hz, 3 H), 3.774.1 0 
(m, 2 H), 6.00-6.12 (m, 1 H), 7.49-7.60 (m, 1 H), 7.67-7.76 (m, 1 H), 7.85-7.94 (m, 1 H) ( 8.11 (dd, J= 7.1, 2.2 Hz, 1 
H), 8.24-8.51 (m, 2 H), 8.82-8.94 (m, 1 H), 11.80-11.98 (m, 1 H). 

Example 3225 

AHc/^4-Ethylamlno-pyrlmldta^ hydrochloride 
Step A: Synthesis of (2-chloro-pyrlmidln-4-yl)-ethyl-amine. 

[0840] To the solution of 2,4-dichloro-pyrimidine (5.00 g) in THF (50 mL) was added 70% aqueous EtNH 2 (5.40 g). 
The mixture was stirred at ambient temperature for 1 hr. To the residue was added saturated aqueous NaHC0 3 and 
the aqueous layer was extracted with CHCI3 (two times). The combined organic layer was dried over MgS0 4 , filtered, 
concentrated under reduced pressure, and purified flash chromatography (silica gel, 17% to 50% EtOAc in hexane) 
to give (2-chloro-pyrimidin-4-yl)-ethyl-amine (3.69 g) as a white solid and (4K:hloro-pyrimidin-2-yl)-ethyl-amine (1.28 
g) as a white solid. 
(2-chloro-pyrimidin-4-yl)~ethyl-amine; 

ESI MS m/e 157, M+;'H NMR (500 MHz, CDCI 3 ) 5 1.26 (t, J= 7.3 Hz, 3 H), 3.16-3.62 (m, 2 H), 4.80-5.95 (m, 1 H), 

6.23 (d, J= 5.8 Hz, 1 H), 8.02-8.22 (m, 1 H). 

(4-chloro-pyrimidin-2-yl)-ethyl-amine; 

CI MS m/e 158, M + H*;1H NMR (500 MHz, CDCI 3 ) 8 1 .23 (t, J= 7.5 Hz, 3 H), 3.42-3.49 (m, 2 H), 5.30-5.62 (m, 1 H), 
6.54 (d, J= 5.2 Hz, 1 H), 8.02-8.22 (m, 1 H). 

Step B: Synthesis of AKc/s^^ethylamino-pyrimldin^-ylamlnoH^clohexyll-SAdlfluoro-benramlde 
hydrochloride. 

[0841] To a solution of /V-^c/s-4-amino-cyclohexyl)-3,4-difluoro-benzamide obtained in step D of example 3031 (300 
mg) in BuOH (1 mL) was added (2-chloro-pyrimidin-4-yl)-ethyl-amine (532 mg). The mixture was heated in a microwave 
synthesizer at 200°C for 30 min. To the mixture was added saturated aqueous NaHC0 3 and the aqueous layer was 
extracted with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtrated, concentrated under 
reduced pressure, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% to 50% in EtOAc in 
nexane). To a solution of the above material in EtOAc (1 0.0 mL) was added 4 M hydrogen chloride in EtOAc (5.00 mL). 
The mixture was stirred at ambient temperature for 1 hr and concentrated under reduced pressure. A suspension of 
the above material in E^O (20 mL) was stirred at ambient tempareture for4 hr. The precipitate was collected by filtration, 
washed with Et 2 0, and dried under reduced pressure to give AA[c/s-4-(4-ethylamino-pyrimidin-2-ylamino)-cyclohexyl]- 
3,4-difluoro-benzamide hydrochloride (398 mg) as a white solid. 

ESI MS m/e 398, M (free) + Na+; *H NMR (500 MHz, CDCI 3 ) 5 1.19-1.42 (m, 3 H), 1 .61-2.05 (m, 8 H), 3.46-3.65 (m, 
2 H), 4.00-4.34 (m, 2 H), 5.85-6.00 (m, 1 H), 6.42-6.72 (m, 2 H), 7.1 1-7.37 (m, 2 H), 7.52-7.82 (m, 2 H), 8.68-8.90 (m, 1 H). 

Example 3226 

N4c/s-4-[4-(Ethyl-methyl^mlno^ 

Step A: Synthesis of (2-chloro-pyrimldln-4-yl)-ethyl-methyl-amlne. 

[0842] To the solution of 2,4-dichloro-pyrimidine (5.00 g) in THF (50 mL) was added ethyl-methyl-amine (2.08 g). 
The mixture was stirred at ambient temperature for 1 hr. To the residue was added saturated aqueous NaHC0 3 and 
the aqueous layer was extracted with CHCI 3 (two times). The combined organic layer was dried over MgS0 4 , filtered, 
concentrated under reduced pressure, and purified flash chromatography (silica gel, 17% to 50% EtOAc in hexane) 
to give (2-chloro-pyrimidin-4-yl)-ethyl-methyl-amine (4.49 g) as a white solid and (4-chloro-pyrimidin-2-yl)-ethyl-methyl- 
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amine (0.91 g) as a colorless oil. 
(2-chloro-pyrimidln-4-yl)-ethyl-methyl-amine; 

CI MS m/e 172, M (free) + H+; 1H NMR (500 MHz, CDCIg) 8 1.18 (t, J= 3.0 Hz, 3H), 3.06 (brs, 3 H) 3 35-3 70 (m 2 

H), 6.29 (d, J= 4.8 Hz, 1 H), 7.99(d, J= 6.1 Hz, 1 H). 

(4-chloro-pyrlmidin-2-yl)-ethyl-methyl-amine; 

CI MS m/e 172, M + H+; 1H NMR (500 MHz, CDCI3) 5 1.1 7 (t, J= 3.0 Hz, 3 H), 3.10 (s, 3 H), 3.66 (q J= 7 0 Hz 2 H) 
6.45 (d, J =5.0 Hz, 1H),8.14(d,./=5.0Hz.1H). 

Step B: Synthesis of /^c/s^[4-(ethyl-methyl^lno)-pyrlmldln-2-ylamlno)J<yclohexylW,4^lfluoro- 
benzamlde hydrochloride. 

[0843] Using the procedure for the step B of example 3225, the title compound was obtained. 
ESI MS m/e 412. M (free) + Na+; 'H NMR (300 MHz, CDCI3) 5 1 .18-1 .33 (m, 3 H), 1 .64-2.03 (m, 8 H) 3 13-3 32 (m 
3 H), 3.44-3.56 (m, 1 H), 3.67-3.82 (m, 1 H), 4.04-4.31 (m, 2 H), 5.90-6.00 (m, 1 H). 6.59-6.72 (m, 1 H), 7 14-7 27 (m" 
1 H), 7.43-7.62 (m. 2 H), 7.68-7.79 (m. 1 H). 8.71-8.83 (m, 1 H). 

Example 3227 



3ADmuoro-M((rie^{4-[(2-rydreiiy-ethyl).m^ 
hydrochloride 

Step A: Synthesis of ((2-chloro-pyrimldln-4-yl)-methyl-amlno]-ethanol. 

[0844] To the solution of 2,4-dichloro-pyrimidine (5.00 g) in THF (50 mL) was added 2-methylamino-ethanol (2.65 
g). The mixture was stirred at ambient temperature for 1 hr. To the residue was added saturated aqueous NaHCOo and 
the aqueous layer was extracted with CHCI 3 (two times). The combined organic layer was dried over MgS0 4 . filtered, 
concentrated under reduced pressure, and purified flash chromatography (silica gel, 17% to 50% EtOAc in hexane) 
to give [(2-chloro-pyrimidin-4-yl)-methyl-amino]-ethanol (3.50 g) as a white solid and [(4-chloro-pyrimidin-2-yl)-methyl- 
aminoj-ethanol (827 mg) as a white solid. 
[(2-chloro-pyrimidin-4-y0-methyl-amino]-ethanol; 

ESI MS m/e 1 88, M (free) + H + ; 1 H NMR (500 MHz, CDCy 8 2.91 (brs, 3 H), 3.13 (s, 3 H), 3.64-3.92 (m, 4 H) 6 46-6 49 

(m, 1 H), 7.99 (d, J= 6.1 Hz. 1 H). 

((4-chloro-pynmidin-2-yl)-methyl-amino]-ethanol 

ESI MS m/e 210, M + Na+; 'H NMR (500 MHz. CDCI3) 8 3.23 (s. 3 H). 3.76-3.92 (m, 4 H), 6.52 (d, J =5 2 Hz 1 H) 
8.12 (d, J= 4.6 Hz, 1 H). 

Step B: Synthesis of 3,4HJmuoro-W.(c/e.4-{4-[(2-hydroxy-ethyl>.methyl-amlno]-pyrlmldln-2-ylamlno}. 
cyclohexyl)-benzamlde hydrochloride. 

[0845] Using the procedure for the step B of example 3225, the title compound was obtained 
ESI MS m/e 428, M (free) + Na+; 1H NMR (300 MHz, DMSO-dg) 8 1.61-1.98 (m, 8 H), 3.13-3.25 (m 3 H) 3 54-4 31 
(m. 5 H), 4.76-5.02 (m, 1 H), 6.26-6.52 (m, 1 H). 7.48-7.62 (m, 1 H). 7.68-8.1 7 (m, 4 H), 8.28-8.47 (m, 1 H), 11 .74-1 1 .95 
(m, 1 H). 



Example 3228 



3^htoro-AHete-4-(4-dlmethytamlno-5^ethy^pyr^^ 
hydrochloride 

Step A: Synthesis of AKc/s-4-amlno-cyclohexyl)-3-chloro-4-fluore-benzamide. 

[0846] To a solution of 3-chloro-4-fluoro-benzoic acid (26.9 g) and (cis-4-amino-cyclohexyl)-carbamic acid fert-butyl 
ester (30.0 g) in DMF (300 mL) were added E^N (46.8 mL). HOBt-H 2 0 (32.2 g). and EDC-HCI (29.5 g). The reaction 
mixture was stirred at ambient temperature for 20 hr. To the mixture was added water (1 .20 L) and the aqueous layer 
was extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 . filtered, and concentrated 
under reduced pressure. A solution of the above material in EtOAc (650 mL) was cooled on an ice-bath and 4 M 
hydrogen chloride in EtOAc (325 mL) was added. The mixture was stirred at ambient temperature for 16 hr and con- 
centrated under reduced pressure. The residue was dissolved in 1 M aqueous NaOH (300 mL) and the aqueous layer 
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was extracted with CHCI3 (three time). The combined organic layer was dried over MgS0 4 , filtered, concentrated under 
reduced pressure, and dried under reduced pressure to give A/-(c/s-4-amino-cyclohexyl)-3-chloro«4-fluoro-ben2amide 
(44.4 g) as a brown solid. 

ESI MS m/e 271 , M (free) + H+; 'H NMR (300 MHz, CDCI3) 8 1 .37-1 .92 (m, 8 H), 2.94-3.08 (m, 1 H), 4.06-4.22 (m, 1 
H), 6.13-6.31 (m, 1 H), 7.19 (t. J= 8.5 Hz, 1 H), 7.61-7.70 (m, 1 H), 7.79-7.87 (m, 1 H). 

Step B: Synthesis of 3^hloro-AKcte^-(4^lmethylam^ 
benzamlde hydrochloride. 

[0847] To a solution of A^(c/9-4-amino-eyclohexyl)-3-chloro-4-fluoro-benzamide (432 mg) in BuOH (1 mL) was added 

2- chloro-4-dimethylamino-5-methylpyrimidine obtained in step A of example 3119 (250 mg). The mixture was heated 
in a microwave synthesizer at 200°C for 1 0 min. To the mixture was added saturated aqueous NaHC0 3 and the aqueous 
layer was extracted with CHCI3 (three times). Thecombined organic layer was dried over MgS0 4 , filtrated, concentrated 
under reduced pressure, and purified by medium-pressure liquid chromatography (IMH-silica gel, 20% to 50% EtOAc 
in hexane) to give a pale yellow oil. To a solution of the above material in EtOAc (10 mL) was added 4 M hydrogen 
chloride in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated under reduced 
pressure. A suspension of the above material in EfeO (20 mL) was stirred at ambient tempareture for 4 hr. The precipitate 
was collected by filtration, washed with E^O, and dried under reduced pressure to give 3-chloro-/¥{c/s-4-(4-dimethyl- 
amino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-4-fluoro-benzamide hydrochloride (174 mg) as a white solid 

ESI MS m/e 406, M (free) + H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .61 -2.02 (m, 8 H), 2.25 (s, 3 H), 3.30 (s, 6 H), 4.02-4.26 
(m, 2 H), 6.81 -6.93 (m, 1 H), 7.13-7.27 (m, 2 H), 7.70-7.78 (m, 1 H), 7.93-8.00 (m, 1 H), 8.50-8.63 (m, 1 H), 12.68-12 85 
(m, 1 H). 

Example 3229 

3- ChlorcH/^[cfe-4-(4-dlmethytam^ 
hydrochloride 

Step A: Synthesis of 3K*loro-AHc/s^-(4^lmethylam 
benzamlde hydrochloride. 

[0848] Using the procedure for the step B of example 3228, the title compound was obtained. 
ESI MS m/e 410, M (free) + H + ; 'H NMR (300 MHz, CDCI 3 ) 8 1.64-2.03 (m, 8 H), 3.36 (s f 6 H), 4.00-4.23 (m 2 H) 
6.73-6.84 (m, 1 H), 7.18 (t, J= 8.6 Hz, 1 H), 7.45 (d, J= 7.6 Hz, 1 H), 7.67-7.76 (m, 1 H), 7.95 (dd, J= 7.0, 2.2 Hz 1 
H), 8.64-8.78 (m, 1 H). 

Example 3230 

3-Chloio-AA[c/s*4-(4<Hmethylami™ 
hydrochloride 

Step A: Synthesis of 3^hloio-/^[c/s^4-dimethylamino-^ 
benzamlde hydrochloride. 

[0849] Using the procedure for the step B of example 3228, the title compound was obtained. 
ESI MS m/e 406, M (free) + H+; 'H NMR (300 MHz, CDCI3) 5 1 .62-2.04 (m, 8 H), 2.36 (s, 3 H), 3.15 (s, 3 H), 3 27 (s 
3 H), 4.01-4.31 (m, 2 H), 5.76 (s. 1 H), 6.73-6.84 (m, 1 H), 7.19 (t, J= 8.6 Hz, 1 H), 7.68-7.79 (m, 1 H), 7.97 (dd, J = 
6.9, 2.2 Hz, 1 H), 8.50-8.63 (m, 1 H), 12.94-13.16 (m, 1 H). 

Example 3231 

AHc/s^4-Dlmethylamlno^e^ hydrochloride 
Step A: Synthesis of {2 l 6-Dlchloro-pyrlmidin-4-ylhdlmethyl-amlne. 

[0850] To the solution of 2,4,6-trichloro-pyrimidine (1 0.0 g) in THF (50 mL) were added 50% aqueous Me 2 NH (4.92 
g) and iPr 2 NEt (8.46 g). The mixture was stirred at ambient temperature for 1.5 hr and concentrated under reduced 
pressure. To the residue was added saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI3 



425 



EP1464 335 A2 



(three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated under reduced pressure, and 
purified flash chromatography (NH-sillca gel, 3% EtOAc in hexane) to give (2,6-dichloro-pyrimidinwi.y|)-dimethyl-amine 
(6.03 g) as white solid. 

ESI MS m/e 192, M+; 1H NMR (300 MHz, CDCI3) 8 2.77-3.46 (m, 6 H), 6.34 (s, 1 H). 
Step B: Synthesis of (2^hloro-6-rthyl-pyrlmldln-4-yl)-dlmethyl-amlne. 

[0851] A solution of ZnBr 2 (3.87 g) in THF (60 mL) was cooled to -60°C and 1 M EtMgBr in THF (17.2 mL) was 
added. The mixture was stirred at -60°C for 1 hr and warmed to ambient temperature. To the mixture was added 
(2,6-dichloro-pyrimidin-4-yl)-dimethyl-amine in THF (60 mL) and stirred at reflux for 5 days. To the mixture was added 
saturated aqueous NH 4 CI and the aqueous layer was extracted with CHCI3 (three times). The combined organic layer 
was dried over MgS0 4 , filtered, concentrated under reduced pressure, and purified by medium-pressure liquid chro- 
matography (silica gel, 17% to 33% EtOAc in hexane) to give (2-chloro-6-ethyl-pyrimidin-4-yl)-dimethyl-amine (352 
mg) as pale yellow solid and (6-chloro-2-ethyl-pyrimidin-4-yl)-dimethyl-amine (622 mg) as pale yellow solid. 
(2-chloro-6-ethyl-pyrimidin-4-yl)-dimethyl-amine; 

ESI MS m/e 208, M (free) + Na+; ^H NMR (300 MHz, CDCI3) 8 1 .25 (t, J= 7.6 Hz, 3 H), 2.54-2.66 (m, 2 H), 3.11 (s, 6 
H), 6.15 (s, 1 H). ^ 
(6-chloro-2-ethyl-pyrimidin-4-yl)-dimethyl-amine; 

ESI MS m/e 186, M + H+; 1 H NMR (300 MHz, CDCI3) 5 1 .29 (t, J= 7.6 Hz, 3 H), 2.74 (q, J= 7.7 Hz, 2 H), 3.10 (s, 6 
H), 6.24 (s, 1 H). 

StepC: Synthesis of M[cfe^(4^imethylamlno-6^hyl-pyrlm^ 
benzamlde hydrochloride 

[0852] Using the procedure for the step B of example 3225, the title compound was obtained. 
ESI MS m/e 426, M (free) + Na+; ^H NMR (300 MHz, CDCI3) 8 1 .29-1 .44 (m, 3 H), 1 .58-2.19 (m, 8 H), 2.54-2.77 (m, 
2 H), 3.15 (s, 3 H), 3.26 (s, 3 H), 3.98-4.34 (m, 2 H), 5.74 (s, 1 H), 6.41-6.63 (m, 1 H), 7.08-7.32 (m, 1 H), 7.46-7.81 
(m, 2 H), 8.58-8.81 (m, 1 H), 12.83-13.09 (m, 1 H). 

Example 3232 

AHc/s^4 ( 6-Bte-dlmethylamlno-pyrlm^ hydrochloride 
Step A: Synthesis of 2-chloro-A/,/V,yv , ,V-tetramethyl-pyrlmidine-4,6-diamine. 

[0853] To the solution of (2,6-dichloro-pyrimldin-4-yl)-dimethyl-amine obtained in step A of example 3231 (1 .60 g) in 
THF (2 mL) was added 50% aqueous MegNH (789 mg). The mixture was stirred at reflux for 3.5 hr in a sealed tube. 
To the residue was added saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCi 3 (three times). 
The combined organic layer was dried over MgS0 4l filtered, concentrated under reduced pressure, and purified by 
medium-pressure liquid chromatography (silica gel, 20% EtOAc in hexane) to give 2-chloro-N,A/,A/;/Y-tetramethyl- 
pyrimidine-4,6-diamine (203 mg) as a pale brown solid and 6-chloro-/V,A/ f A/' AMetramethyl-pyrimidine-2,4-diamine 
(1 .43 g) as a pale yellow solid. 
2-chloro-A/ f A/,A/',Ar-tetramethyl-pyrimidine-4,6-diamine; 

ESI MS m/e 201 , M (free) + H + ; 'H NMR (300 MHz, CDCI3) 8 3.05 (s, 12 H), 5.15 (s, 1 H). 
e-chloro-AtAt/V^-tetramethyl-pyrimidine^^-diamine; 

ESI MS m/e 201 , M + H+; 'H NMR (300 MHz, CDCI3) 8 3.04 (s, 6 H), 3.13 (s, 6 H), 5.76 (s, 1 H). 

Step B: Synthesis of AKc/s^(4,64>te^lmethylamlno-pyrlmldln-2.ylamlno)<ydohexyfl-3 > 4<imuoro- 
benzamlde hydrochloride. 

[0854] Using the procedure for the step B of example 3225, the title compound was obtained. 
ESI MS m/e 441 , M (free) + Na+; 'H NMR (300 MHz, CDCI3) 8 1 .61-2.09 (m, 8 H), 2.96-3.38 (m, 12 H), 4.00-4.31 (m, 
2 H), 4.73 (s, 1 H), 6.65-6.82 (m, 1 H), 7.13-7.25 (m, 1 H), 7.55-7.63 (m, 1 H), 7.68-7.78 (m, 1 H), 8.70-8.82 (m, 1 H), 
11.79-11.99 (m, 1 H). 
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Example 3233 

AHc/^G-Chloro^lmethytamlno^ 

Step A: Synthesis of AHcte^6^hloro^lmethylamln^^ 
nicotinamide hydrochloride. 

[0855] Using the procedure for the step B of example 3032, the title compound was obtained. 

ESI MS m/e 489, M (free) ♦ Na+; NMR (300 MHz, CDCI3) 6 1 .52-2.10 (m, 8 H), 2.96-3.38 (m, 6 H), 4 02-4 29 (m 2 

H), 5.82-6.03 (m, 1 H), 7.04-7.55 (m, 6 H), 7.80-8.01 (m, 1 H), 8.15-8.28 (m, 1 H), 8.47-8.61 (m, 1 H). 

Example 3234 



AH*/s^6-Chloro^lmethylamto 

Step A: Synthesis of AK*^(6^hloro^lmethylamlno-py^ 
benzamide hydrochloride. 

[0856] Using the procedure for the step B of example 3225, the title compound was obtained 
ESI MS m/e 432, M (free) + Na + ; NMR (300 MHz, CDCy 5 1 .63-2.05 (m, 8 H), 3.04-3.37 (m, 6 H) 4 02-4 37 (m 
2 H), 5.88-6.03 (m, 1 H), 6.56-6.86 (m, 1 H), 7.14-7.27 (m, 1 H), 7.51-7.63 (m, 1 H), 7.66-7.82 (m, 1 H), 8.85-9.02 (m,' 
1 H). 

Example 3235 

AKc/s^^Amlno^ulnolin^-ylamino^clohexylhS^lfluoro-benzamide hydrochloride 
Step A: Synthesis of 2-chloro-qulnolln-4-ylamlne. 

[0857] To the solution of 2,4-dichloro-quinoline obtained in step A of example 1 (4.00 g) in I PA (40 mL) was added 
28% aqueous NH 3 (40.0 mL). The mixture was stirred at reflux for 1 0 days in a sealed tube. To the residue was added 
saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic 
layer was dried over MgS0 4> filtered, concentrated under reduced pressure, and purified by medium-pressure liquid 
chromatography (silica gel, 9% to 17% EtOAc in hexane) to give 2-chloro-quinolin-4-ylamine (1 .39 g) as a white solid 
and 4-chloro-quinolin-2-ylamine (1 .1 7 g) as a white solid. 
2-chloro-quinolin-4-ylamlne; 

ESI MS m/e 1 78, M+; *H NMR (200 MHz, CDCI3) 6 4.69-4.97 (m, 2 H), 6.61 (s, 1 H), 7.37-7.78 (m, 3 H), 7.84-8.02 (m, 
1 H). 

4-chloro-quinolin-2-ylamine 

ESI MS m/e 178, M+;1H NMR (300 MHz, CDCI 3 ) 6 4.58-4.96 (m, 2 H), 6.85 (s, 1 H), 7.23-7.41 (m, 1 H), 7.53-7.72 (m 



Step B: Synthesis of *[cfe^(4^minos|uliu>lln-2-ylamlno)-cyclohexyl]-3,4-dlfluoro-benzamlde hydrochloride. 

[0858] Using the procedure for the step B of example 3225, the title compound was obtained 

ESI MS m/e 397, M (free) + H+; NMR (300 MHz, CDCy S 1 .29-2.15 (m, 8 H), 3.75-3.90 (m 1 H) 4 05 4 26 (m 1 

H). 5.44-5.59 (m, 2 H), 5.89 (s, 1 H), 6.99-7.43 (m, 3 H), 7.55-7.84 (m, 5 H), 8.81 -8.98 (m, 1 H). 

Example 3236 



2-(c/^4-ai -(3 ADmuoro-phenyO-methanoyq.amlnoHvclohexylamlnoHulnollne-4^rboxyllc acid amide 
Step A: Synthesis of 2-chloro-qulnoline-4-carboxylle acid amide. 

[0859J To a solution of 2-chloro-quinoline4-carboxylic acid (3.00 g) in DMF (30 mL) were added 28% aqueous NH, 
(1.05 g). EtaN (5.04 mL), HOBt-HgO (3.32 g). and EDC-HCI (3.32 g). The reaction mixture was stirred at ambient 
temperature for 16 hr. To the reaction mixture was added water (20 mL) and the aqueous layer extracted with CHCU 
(three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated under reduced pressure 
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purified by medium-pressure liquid chromatography (NH-silica gel, 20% to 50% EtOAc in hexane) to give 2-chloro- 
quinoline-4-carboxylic acid amide (1 .77 g) as a white solid. 

ESI MS m/e 207, M (free) + H+; 'H NMR (300 MHz, DMSO-de) 8 7.65 (s, 1 H), 7.68-7.77 (m, 1 H), 7.83-7.93 (m, 1 H), 
7.98-8.09 (m, 2 H), 8.18-8.25 (m, 1 H), 8.30-8.40 (m, 1 H). 

Step B: Synthesis of 2^c/s-^{[1-(3,4-dlfluoro-phenyl)-methanoyl]-amlno}-cyclohexylamlno}-quinoline- 
4-carboxyllc acid amide. 

[0860] A mixture of 2-chloro-quinollne-4-carboxylic acid amide (300 mg) and A^(c/s-4-amino-cyclohexyl)-3,4-dif luoro- 
benzamide obtained in step A of example 3031 (406 mg) in butanol (1 mL) and DMSO (1 mL) was stirred at reflux for 
24 hr. The reaction mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted with 
CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , f iftered, concentrated under reduced pressure, 
purified by medium-pressure liquid chromatography (NH-silica gel, EtOAc), and concentrated under reduced pressure. 
The above material was washed with and dried under reduced pressure to give 2-{c/s-4-{[1 -(3,4-difluoro-phenyl)-meth- 
anoyl]-amino}-cyclohexylamino)-quinoline-4-carboxylic acid amide (136 mg) as a white solid. 
ESI MS m/e 447, M (free) + Na + ; 1 H NMR (300 MHz, DMSO-d^ 5 1.61-2.03 (m, 8 H), 3.78-3.93 (m, 1 H) t 4.05-4.20 
(m, 1 H), 6.89 (s, 1 H), 6.99-7.07 (m, 1 H), 7.11-7.21 (m, 1 H), 7.42-7.61 (m, 3 H), 7.65-7.82 (m, 3 H), 7.88-7.99 (m, 1 
H), 8.02-8.10 (m, 1 H), 8.28-8.36 (m, 1 H). 

Example 3237 

3,4-Difluoro-A/-[c/9^(4-trffluorom hydrochloride 

Step A: Synthesis of 3,4-dlf luoro-W-[c/s-4-(4-trmuoromethyl-quinolln-2-yl>-amlno-cyclohexyf]-benzamide 
hydrochloride. 

[0881] Using the procedure for the step B of example 3225, the title compound was obtained. 

ESI MS m/e 472, M (free) + Na+; 1 H NMR (300 MHz, CDCI3) 5 1 .80-2.10 (m, 8 H), 3.99-4.28 (m, 2 H), 6.46-6.63 (m, 

1 H), 7.12-7.34 (m, 2 H), 7.48-7.63 (m, 2 H), 7.66-7.90 (m, 3 H), 7.94-8.05 (m, 1 H), 10.14-10.35 (m, 1 H). 

Example 3238 

3ADIfluoix>-A^[c/s^(4-methyl<|ulnolln-2-ylamlno)-cyclohexyl]-benzamide methanes ulfonlc acid 

Step A: Synthesis of 3,4-dlf luoro-/V-[c/s-4-(4-methyl-qulnolin-2-ylamlno)-cyclohexyl]-benzamide 
methanesuffonlc acid. 

[0862] To a solution of A^-(c/s-4-methyl-quinolin-2-yl)-cyclohexane-1 ,4-diamine obtained in step A of example 3070 
(3.00 g) in CHCI 3 (30 mL) were added Et 3 N (3.40 mL) and 3,4-difluoro-benzoyl chloride (2.28 g). The mixture was 
stirred at ambient temperature for 6 hr. To the mixture was added saturated aqueous NaHCO a and the aqueous layer 
was extracted with CHCI3 (three times). The combined organic layer was dried over MgS0 4l filtered, concentrated 
under reduced pressure, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% to 33% EtOAc 
in hexane and silica gel, 2% to 5% MeOH in CHCy to give 3,4-difluoro-A/-[c/s-4-(4-methyl-quinolin-2-ylamino)-cy- 
clohexylj-benzamide (3.52 g) as colorless solid. To a solution of 3,4-difluoro-AHc/s-4-(4-methyl-quinolin-2-ylamino)- 
cyclohexyO-benzamide (700 mg) in EtOH (7 mL) was added MsOH (179 mg). The mixture was stirred at ambient 
temperature for 3 hr The precipitate was collected by filtration, washed with EtOH, and dried at 70 °C under reduced 
pressure to give 3,4-difluoro-A/-[ds-4-(4-methyl-quinolin-2-ylamino)-cyclohexyi]-benzamide methanesulfonic acid (769 
mg) as a white solid. 

ESI MS m/e 396, M (free) + H + ; 1 H NMR (300 MHz, DMSO-de) 8 1.69-2.01 (m, 8 H), 2.42 (s, 3 H), 2.62 (brs, 3 H) f 
3.90-4.21 (m, 2 H), 7.02-7.13 (m, 1 H), 7.47-7.61 (m, 2 H), 7.75-8.04 (m, 5 H), 8.35, (d, J= 6.4 Hz, 1 H), 9.15-9.42 (m, 
1 H), 12.27-12.51 (m, 1 H). 
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Example 3239 

S^htore^fluore-iHcte^mrfhyl^uta 

Step A: Synthesis of 3**loi©^luo!©-AKc/s^4-metnyl^U^ 
methanesulfonic acid. 

[0863J To a solution of 3-chloro-4-fluoro-benzoic acid (2.26 g) and /V-(c/s^-methyl-quinolin-2-yl)-cyclohexane-1 4-di- 
amine obtained in step A of example 3070 (3.00 g) in DMF (30 mL) were added EtgN (3.93 mL), HOBt-H 2 0 (2 70 g) 
and EDC-HCI (2.47 g). The reaction mixture was stirred at ambient temperature for 6 hr. To the reaction mixture was 
addedwater(200mL)andthesuspensionwas stirred at ambient temperature for30min.Theprecipitatedwascollected 
by filtration, washed with H 2 0, and purified by medium-pressure liquid chromatography (NH-silica gel 20% to 33% 
EtOAc in hexane) to give 3^hloro-4-fluoro-/^ct^4-(4-methyl-quinolin-2-ylamino)-cyclohexy0-benzamide (4 40 g) as 
a colorless solid. To a solution of 3<hloro-4-fluoro-W-[c/*4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-ben2amide (800 
mg) in EtOH (8 mL) was added MsOH (1 96 mg). The mixture was stirred at ambient temperature for4 hr. The precipitate 
was collected by filtration, washed with EtOH, and dried at 80 »C under reduced pressure to give 3-chloro- 
4-fluoro-/vHc/s-4-(4-methyl-quinolin-2-ylamino)-cyclohexyQ-ben 2 amidemethanesulfonicad 

ESI MS m/e 434. M (free) +Na+; iH NMR (300 MHz, DMSO-de) 6 1 .66-1 .99 (m. 8 H). 2.38 (s, 3 H). 2 56-2 73 (m 3 H)' 

o l 7 f 2 l 2 H) ' 6 "" 7 - 14 (m ' 1 H) 7 - 48 - 7 - 58 {m ' 2 H) ' 7 74 " 7 84 < m - 1 H >- 7 87 - 8 °5 (m. 3 H). 8.12 (dd, J= 7.2. 
2.2 Hz, 1H), 8.36-8.41 (m, 1 H), 9.14-9.39 (m, 1 H), 12.28-12.55 (m, 1 H). 

Example 3240 

3- Methoxy-M[c<M-(qulnolin-2-ylamlno)-cyelohexyll-benzamlde methanesulfonic acid 

Step A: Synthesis of 3-methoxy-A»-tc/*4-(quinolln-2-ylamlno>cyelobexyl]-benzamlde methanesulfonic acid. 

[0864] To a solution of c**A/-quinolin-2-yi-cyclohexane-1 ,4-diamine obtained in step A of example 3033 (4 00 g) in 
CHCI 3 (40 mL) were added EtgN (4.85 mL) and 3-methoxy-benzoyl chloride (3.10 g). The mixture was stirred at ambient 
temperature for 6 hr. The reaction was quenched with saturated aqueous NaHC0 3 and the aqueous layer was extracted 
with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated under reduced 
pressure, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% EtOAc in hexane) to give 3-meth- 
oxy-/v-[c/*4-(quinolin-2-ylamino)-cyclohexyG-benzamide (5.42 g) as colorless solid. To a solution of 3-methoxy-AHc/s- 

4- (quinolin-2-ylamino)-cyclohexyq-benzamide (700 mg) in EtOH (7 mL) was added MsOH (188 mg). The mixture was 
stirred at ambient temperature for 24 hr. The precipitate was collected by filtration, washed with EtOH, and dried at 80 
•C under reduced pressure to give 3-methoxy-/v-[cfe-4-(qulnolin-2-ylamino)-cyclohexyl]-benzamlde methanesulfonic 
acid (741 mg) as a white solid. 

ESI MS m/e 398, M (free) + Na+; 1H NMR (300 MHz, DMSO-de) « 1.70-1.99 (m, 8 H), 2.35 (s, 3 H) 3 81 (s 3 H) 
3.90-4.04 (m, 1 H), 4.08^.22 (m, 1 H). 7.06-7.26 (m, 2 H), 7.32-7.56 (m, 4 H), 7.73-8.02 (m, 3 H), 8.17-8.38 (m,2 H), 
12.41-12.58 (m, 1 H). 1 1 

Example 3241 

AHcte^[(4-Amln*5-nr«thylpyrimW^^^ 
hydrochloride 

Step A: Synthesis of 2-chloro-5-methyl-pyrlmldln-4-ylsmlne. 

[0865] A solution of 2,4-dichloro-5-methyl-pyrimidine (4.1 g. 0.025 mol) was dissolved in THF (30 mL) and cooled 
with stirring on an ice bath. To the mixture was added 7 N NH 3 in MeOH (14.4 mL, 0.1 0 mol) and stirring was continued 
overnight (in which time the ice melted and the reaction warmed to room temperature). The excess solvent was removed 
in vacuo and the precipitate was suspended in CH 2 Cl2 (20 mL). The organic layer was extracted with a NaHCO, (aq) 
solution (20 mL) and both layers of the extraction were filtered to collect the resulting insoluble precipitate This pre- 
cipitate was washed with cold H 2 0 and dried to yield 2-chloro-5-methyl-pyrimidin^-ylamine (1 .0 g, 0 0070 mol 27 %> 
as a white solid. * ' *' 

ESI-MS m/e 144.2 M+H+; 'H NMR (400 MHz, DMSO-de) « 7.80 (s. 1H), 7.22 (bs, 2H), 1 .93 (s, 3H). 
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Step B: Synthesis of AHc/s^[(4-amlno-5-methylpyrlmldln-2-yl)amlno]^ 
benzamide hydrochloride. 

[0866] To a solution of 2-chk>ro-5-methyl-pyrimidin-4-y!amine (292 mg, 2.03 mmol) in 2 mL 2-propanol was added 
DIEA (531 uL, 3.05 mmoO and d(s-A/»(4-amino^clohexyO-3 i 5-bls(trifluorome%l)-benzam (720 mg, 2.03 mmol). 
The mixture was then heated In a microwave at 1 70 °C for 1 hour. The reaction mixture was cooled and concentrated 
and the resulting oil was purified by column (0-5 % MeOH in CH2CI2). The organic solvents were evaporated and the 
resulting oil was re-dissolved into 4 mL CHgClg and 2M HCI in EfeO (2.0 mL, 4.0 mmol) was added. The reaction was 
stirred for 30 minutes and the solvent was removed. A precipitate formed that was subsequently filtered and washed 
with a cold 50% ether in hexanes solution to yield AHc/s-4-[(4-amino-5-methylpyrimidin-2-yl)amino]cyclohexyl}-3,5-bis 
(trifiuoromethyl)benzamide hydrochloride (500 mg, 1 .00 mmol, 49%) as a HCI salt. 

ESI-MS m/e 462.2 M+H+ ; 'H NMR (400 MHz, DMSO-dg) 8 11 .86 (s, 1H), 8.79 (s, 1H), 8.51 (s, 1 H), 8.39 (s, 1H), 8.31 
(s, 1 H), 8.01 (s, 1 H), 7.85 (s, 1 H), 7.66 (s, 1 H), 3.90 (bs, 2H), 1 .90 (s, 3H), 1 .89-1 .61 (m, 8H). 

Example 3242 

2-[(c^4-fl4-(Dimethylamino)-5-methylpyri 
phenyl]ethanone trlfluoroacetate 

Step A: Synthesis of 2^(cte^{[4-(dlm^hylamlno)-5-methylpyrlmldln-2-yl]amlno}cyclohexyl)amlno]- 
1 -[4-(tritluoromethoxy)phenyI]ethanone trlfluoroacetate. 

[0867] To a solution of cfe-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-1 -cydohexylamine (37 mg, 0.14 mmol) 
and 4-trifluoromethoxy bromoacetophenone (42 mg, 0.14 mmol) in THF (2 mL) was added DIEA (20 yl). The reaction 
was stirred for 2 h at 65 °C, concentrated, dissolved in DMSO (1 mL), and purified by prep-HPLC to give 2-[(cte-4-{ 
[4-(dimethylamino)-5-methylpyrimidin-2-yQamino)cyclohexyl)amino]-1-[4-(trifluoromethoxy) trifluoro- 
acetate 24 mg (30 %) as a white powder. 

ESI-MS m/e 452 (M + H)+; NMR (400 MHz, CDCI3) 5 8.28 (bs, 2 H), 8.09 (d, 2 H, J= 8.8 Hz), 7.29 (m, 2 H), 7.20 
(m, 1 H), 4.13 (bs, 1 H), 3.45 (bs, 1 H), 3.33 (s, 6 H), 3.27 (bm, 2 H), 2.28 (s, 3 H), 2.02-1.71 (m, 8 H). 

Example 3243 

AHH3.5-B!s(trifluoromethyl)phenyl]-1-m 
amIno}cyclohexyl)urea trlfluoroacetate 

Step A: Synthesis of AKI-P^-blsftrlfluoromethyOphenylH-methytethyl^N'-fc/^ff^fdlmethylamlno)- 
5-methylpyrlmidln-2-yI]amino}cyclohexyl)urea trlfluoroacetate. 

[0868] To a solution of 2-(3,5-bistrifluoromethyl-phenyl)-2-methyl propionic acid (0.4 g, 1.3 mmol) and Et 3 N (0.17 
mL, 1.3 mmol) in dry benzene (4 mL) was added diphenylphosphoryl azide (0.36 g, 1.3 mmol). During the reaction 
being ref luxed for about 3 h, 3,5-bistrifluoromethyl-4-(isocyanato-1 -methyl-ethyl)-benzene was formed as the reaction 
intermediate, which was directly used to prepare urea derivatives. 

[0869] To a solution of cfe-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-1-aminocyclohexane (40 mg, 0.16 
mmol) in EtOH (1 mL) was added 3,5-bistrifluoromethyl-4-(isocyanato-1-methyl-ethyl)-benzene (48 mg, 0.16 mmol) 
from the above reaction. The reaction mixture was stirred at 60 °C for 1 h, and completed consumption of the starting 
material was observed by LC-MS. After removal of the volatile solvent, the residue was dissolved in DMSO (1 .5 mL) 
and purified by prep-HPLC to give 35 mg (35 %) of AH1-[3,5-bis(trifluoromethyl) phenyl]-1-methylethyl}-N'-(c/s-4-{ 
[4-(dimethyiamino)-5-methylpyrimidin-2-y0amino}cyclohexyl)urea trifluoroacetate. 

ESI-MS m/e 547 (M + H)+; *H NMR (400 MHz, CDCI3) 8 13.4 (bs, 1 H), 8.37 (bd, 1 H, J= 6.4 Hz), 7.84 (s, 3 H), 7.71 
(s, 1 H), 5,56 (bs, 1 H), 4.01 (bs, 1 H), 3.75 (m, 1 H), 3.29 (s, 6 H), 2.25 (s, 3 H), 1.75-1.60 (m, 14 H). 
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Example 3244 



AH1-P.5-Bl8(trmuoron^hyl)phenylM-m 
amino}cyclohexyl><^methylurea trlfluoroacetate 

Step A: Synthesis of AH1-[3,5*ls(trlfluoromethyl)phenylJ-1-methylethyl}-//-(c/s.4-{I4-(dlmethylamlno)- 
5-methylpyrlmldln-2-yl]amlno)cyclohexyl}-/V-methylurea trrfluoroacetate. 

[0870] 3,5-Bistrifluoromethyl-4-(isocyanato-1-methyl-ethyl)-benzene (36 mg. 0.12 mmol) was added to a solution of 
<^-(4-dimemyla7nino-5-methyl-pyrimidin-2-ylamino)-1-aminocyclohexane (30 mg, 0.12 mmol) and CH 3 I (0.1 7 g, 1 .2 
mmol) in anhydrous benzene (1 mL) under an inert atmosphere. The reaction mixture was stirred at 50 °C for 2 h, and 
formation of the methylated and protonated products were observed by LC-MS. After removal of the volatile solvent 
the residue was dissolved in DMSO (1 .5 mL) and purified by prep-HPLC. 20 mg (25 %) of A/{1 -[3,5-bis(trifluoromethylj 
phenyl]-1-methylethyl}-W-(c/s-4-{[4-(dimethyl amino)-5-methy)pyrimidin-2-yl]amino}cyclohexy))-W-methylureatrifluor- 
oacetate was isolated as a white powder. 

ESI-MS m/e 561 (M + H)+; 1H NMR (400 MHz, CDCI3) 8 14.5 (bs, 1 H), 9.19 (bd, 1 H, J= 6.0 Hz), 7.84 (s 2 H) 7 79 
(S, 1 H). 7.70 (s, 1 H), 4.87 (s, 1 H), 4.23 (bs. 1 H), 4.14 (m, 1 H). 3.26 (s, 6 H), 2.98 (s, 3 H), 2.23 (s. 3 H), 1 .75-1 .65 
(m, 14 H). 



Example 3245 



<^{H3,5-Bls(tmiuoromethyl)phenyl]-1-methy^ 
cyclohexanecarboxamide trrfluoroacetate 

Step A: Synthesis of 1-(3,5-blstrlfluoromethyl-phenyl)-1-methyl-ethylamlne. 

[0871] 3,5-Bistrifluoromethyl-4-(isocyanato-1 -methyl-ethyl)-benzene (0.1 g, 0.33 mmol) was treated with 8-N HCI (4 
mL). The acidic aqueous solution was heated for 1 h at 60 °C. After cooling the reaction, NaOH pellets were added to 
make the aqueous mixture alkaline. The solid precipitates were filtered off, and the basic aqueous was extracted with 
DCM (2x). The combined organic was washed with H 2 0, dried, and concentrated to give 1 -(3,5-bistrifluoromethyl- 
phenyl)-1-methyl-ethylamlne: 1 -(3,5-bistrifluoromethyl-phenyl)-1 -methyl-ethylamine appeared to be unstable in neat 
The product was kept in DCM solution. 
ESI-MS m/e 272 (M + H) + 



Step B: Synthesis of e/s-A^{1^,5-bls(trrfluorornethyl)phenyl]-1-methylethyl}-4-{[4-(dlmethylamlno)- 
5-methylpyrlmldln-2-yl]amlno}cyclohexanecarboxamlde trlfluoroacetate. 

[0872] To a solution of c<s-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexanecarboxylic acid (15 mg 
0.05 mmol) and 1-(3,5-bistrifluoromethyl-phenyl)-1-methy)-ethylamine (15mg, 0.05 mmol) in DCM (1 .5 mL) was added 
HATU (25 mg, 0.06 mmol) and followed by E^N (10 mg, 0.1 mmol). After 4h stirring at room temperature, the reaction 
was concentrated, dissolved In DMSO (1 .5 mL), and purified by prep-HPLC to give 11 mg (30 %) of cts-N-{U3 5-bls 
(trifluoromethyl)pheny1]-1-me%lethyl}-4-{^ 
ide trif luoroacetate. 

ESI-MS m/e 532 (M + H)+;iH NMR (400 MHz, CDCI 3 ) 5 14.6 (bs, 1 H), 8.64 (bd, 1 H, J= 6.0 Hz) 7 78 (s 2 H) 7 69 

i S u! ( * 1 H ' J= 7 2 H2) ' 716 (S ' 1 H)> 4 40 (bS ' 1 H) ' 3 30 < S ' 6 H >' 2 26 < s ' 3 H >. 218 ( m - 1 H). 2.07-1.80 (m. 

8 n), 1 .70 (s, 6 H). 



Example 3246 



3,4-Dmuofo-/Hc/s^[(4Hnethoxy-5-me^ 

Step A: Synthesis of 2-chloro-4-methoxy-5-methyl pyrlmldlne. 

[0873] 2,4-dichloro-5-methyl pyrimidine (0.8 g, 5 mmol) was dissolved in MeOH (10 mL), and 0.5 M-NaOCH, in 
MeOH (10 mL, 5 mmol) was slowly added into the solution. The reaction was stirred for 40 min at room temperature 
diluted with H 2 0. and extracted with DCM (3x). The combined organic was washed with H 2 0 (2x) and saline (1x)' 
dned, and concentrated. 0.8 g (99 %) of 2-chlorc-4-methoxy-5-methyl pyrimidine was isolated, which was directly used 
for the next reaction without a further purification. 
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'H NMR (400 MHz, CDCI3) 8 8.10 (s. 1 H), 4.03 (s. 3 H), 2.12 (s, 3 H). 

Step B: Synthesis of N^c/s^4-methoxy-5-methyl-pyrlmidln.2-ylamlno)^dohexyl]carbernlc acid tert-butyl 



[0874] A sealed tube containing 2-chlorowt-methoxy-5-methyl pyrimidine (0.35 g, 2.2 mmol), ds-f4-amino-cy- 
clohexyO-carbamlc add ferf-butyl ester (0.56 g. 2.4 mmol), DIEA (0.8 mL, 4.5 mmol), and IPA (2 mL) was reacted for 
4000 sec at 175 °C in a Personal Microwave Synthesizer. The reaction was diluted with DCM, washed with 1N-HCI 
f™« 2 °' dned ' andconcentrated - The crude product was purified by column chromatography [silica gel, DCM.MeOH 
(100:0 to 97:3)]. 0.25 g (34 %) of N^4-(4-methoxy-5-methyl-pyrimidin-2-ylamino)-cyclohexyl] carbamic acid ferf- 
butyl ester was isolated. 

ESI-MS m/e 337 (M * H)VH NMR (400 MHz, CDCI3) 5 7.80 (s, 1 H), 4.86 (bd, 1 H, J= 6.0 Hz). 4.55 (bs. 1 H) 3 93 
(bm, 1 H), 3.89 (s, 3 H), 3.62 (bs. 1 H). 1 .97 (s. 3 H). 1 .83-1 .55 (m. 8 H). 1 .45 (s, 9 H). 

Step C: Synthesis of cis-4-(4-methojiy-5-methyl-pyrlmldln-2-ylamlno)-amlnocyclohexane. 

[0875] To a solution of N-[c/*4-(4-methoxy-5-methyl-pyrimidin-2-ylamino)-cyclohexyl] carbamic acid tert-butyl ester 
i» 9. 0.7 mmol) in DCM (10 mL) was added TFA (5 mL). The reaction was stirred for 1 .5 h at room temperature 
?!™T'v° f VOlatile 80rvent the rBSidue was treated witn ^-NaOH (3 mL) . Tne basic aqueoU8 wa8 extracted 
with DCM (3x), and combined organic was washed with H 2 0 (2x) and brine (1x), and concentrated. 0.13 g (82 %) of 
c/s-4-(4-methoxy-5-methyi-pyrimidin-2-ylamino)-aminocyclohexane was isolated as a yellowish solid 

f S L' u! T?o 2 f {M < 1H NMR (4 °° MHZl CDC W 8 7 79 < 8 ' 1 H >' 5 05 < bd - 1 H - J = 6.4 HZ), 3.99 (bs. 1 H). 3.89 

(s.3H),2.92(bm,1 H), 2.45 (bs, 2 H), 1.96(s,3 H). 1.83-1.45 (m. 8 H). ' 

Step D: Synthesis of 3,4*muoio-M{e^[(4-mettoxy-s-nwth^ 
trrfluoroacetate. 

£876] To a solution of cfe^-(4-methoxy-5-methyl-pyrimidin-2-ylamino)-aminocyclohexane (20 mg, 0.08 mmol) in 
DCM (1 mL) was added 3,4-difluorobenzoyl chloride (14 mg, 0-08 mmol), and followed by EUN (25 uL) The reaction 
was stirred for 2 h at room temperature, and MeOH (0.2 mL) was added to quench the reaction. After removal of the 
volatile solvent, the residue was dissolved in DMSO (1.5 mL) and purified by prep-HPLC to give 12 mg (40 %) of 
3£drfluoro-AHc^-[(4-methoxy-5™ trifluoroacetate as a white pow- 

ESI-MS m/e 377 (M + H)+; 1H NMR (400 MHz, CDCI3) 8 15.7 (bs, 1 H), 9.55 (d, I H, J= 7.2 Hz), 7.73 (m. 1 H) 7 59 

m 1 n I S 7 ' 2 ° (m ' 1 H) ' 6 80 (d> 1 H ' J= 8 0 H2)l 4 37 (bS ' 1 H >' 418 < bm - 1 H >- 4 09 3 H). 2.04' (s. 3 

n;, i.oS-i./ojm, o H). 

Example 3247 

NKcr/s^ff4-Methyl*(me^^ 
hydrochloride 

Step A: Synthesis of (2-chloro-6-methyl-pyrlmldln-4-yl)-methyl-amlne. 

alcohol (46.01 ml, 92.02 mmol) at O'C. The reaction mixture was stirred overnight and then the excess solvent was 
evaporated off and the material subjected to chromatography (50% hexanes in ethyl acetate) to yield (2-chloro-6-me- 
thyl-pynmidin-4yl)-methyl-amine (5.835 g, 37.1 7 mmol, 60.59%) as a white solid 

ESI-MS 158.0 M+H*; iH NMR (400 MHz, DMSO-de) 8 7.62 (s, 1H), 6.18 (s, 1H), 2.70 (bs, 3H), 2.10 (bs, 3H). 

Step B: Synthesis *(*fe^a4-methyl-6Kmethytamlno)pyrt 
oenzamlde hydrochloride. 

l °H! 8 } ■ T< t. a , SOlUti0n ° f f 2 - chloro< - meth y»-Py d 'nidin-4ylHnethyl-amine (500 mg, 3.1 8 mmol) in 3 mL 2-propanol was 
added «s-W-(4-amln<«yclohexyO-4-trifluoromethoxy-benzamide (1 .25 g, 4.14 mmol) and DIEA (1 . 1 08 mL, 6.36mmol) 
The mixture was heated in a microwave synthesizer at 180 °C for 2 hours. The solvent was evaporated and obtained 
compound was dissolved in CH 2 CI 2 and was added 2 M HCI in diethyl ether (6.2 mL) to give /v-(«*4-{r4-methyl- 
6-(methylamino)pyrimidin-2-y0amino}cyclohexyl)-4-(trifluoromethoxy)benzamide hydrochloride (1 3014 g 2 83 mmol 
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89 %) as a yellowish solid. 

ESI-MS 424.2 M+H^H NMR (400 MHz, DMSO-de) 5 8.72 (s, 1H), 8.44 (s,1H). 7.99-7.96 (d, ./ = 8 Hz 2H) 786 (s 
1 H), 7.47-7.45 (d, J= 8 Hz, 2H, 4.03 (s, 1 H), 3.87 (s, 1 H), 2.89-2.88 (d, J= 4 Hz. 3H). 2.20 (s, 3H), 1 .85 (bs, 2H). 1 .72 
(bs, 6H). 

Example 3248 

h^^iSride m,n(>5 ^ methylPyr,mid,n 2 " y,)am,noI ^ c,oh ^ 0n ^ hyl >* 3,5 " bte ( trmuorometh y , )benzamlde 

Step A: Synthesis of AK{c/s^[(4-amlno-5-methylpyrlmldln-2-yl)amlno]eyclohexyl}methyl)-3 5-bls 
(trlfluoremethyl)benzamlde hydrochloride. 

T ° 8 80lUti ° n ° f 2 - chlor °- 5 - me thyl-pyrimidin-4-ylamine (269 mg, 1 .87 mmol) in 1 mL 2-propanol was added 
rfs-A/-(4-amino-cyclohexylmethyl)-3,5-bis-trifluoromethyl-benzamide (689.8 mg, 1 .87 mmol) and DIEA (489 5 4 ul 2 81 
mmol). The mixture was heated in a microwave synthesizer at 1 80 "C for 2 hours. The solvent was evaporated and 
the material subjected to chromatography (1-2% methanol/ CH 2 CI 2 ). The obtained compound was dissolved in CH,CL 
and was added 2 M HCI in diethyl ether (2.2 mL) to give rV-({d^-[(4-amino-5^nethylpyrimidin-2-yl)amino]cyclohexyl} 
methyl)-3,5-bis(trifluoromethyl)benzamide hydrochloride (667.1 mg, 1.30 mmol, 70%) as a white solid 
ESI-MS 4765 M+H+; *H NMR (400 MHz, DMSO-de) 8 9. 1 6-9.1 3 (t, J = 4 Hz, J = 8 Hz, 1 H), 8.55 (s 2H) 8 36-8 31 
(bs, 2H), 7.86 (bs. 1 H), 7.71 (bs, 1 H), 4.07 (bs. 1 H). 3.27-3.24 (t, J= 8 Hz, J= 4 Hz. 2H). 1 .91 (bs. 3H), 1 .73-1 .42 (m. 8H). 

Example 3249 

2-[(2-Chtorophenyl)sultonylhAKel^ff^ 
nicotinamide trffluoroacetate 

Step A: Synthesis of cfe-2H*loro-A^[4K4-dimethylamlno^n«rthyl-pyrimldin-2ylamlno)K:yclohexyl]- 
nicotinamide. 

[0880] ds-A*-(4-Amino-cyclohexyl)-6, /v* A/»-trimethyl-pyrimidine-2,4-diamine (2.86 g. 1 1 .5 mmol) in 20 mL CH,CU 
was added 2-chloronicotinoyl chloride (2.02 g, 11.5 mmol), and DIEA (3.9 mL, 23 mmol). The reaction mixture was 
stirred for an hour. The solvent was evaporated off and the compound was crystallized (2% hexanes in ether) to yield 
c/s-2-chloro-/v-[4-(4-dimethylamino-6-methyl-pyrimidin-2ylamino)-cyclohexyl>nicotinamide (4 2 g 10 8 mmol 94%) 
ESI-MS 389.2 M+H+ ; 1H NMR (400 MHz, DMSO-de) « 13.1 (bs, 1H), 8.72-8.70 (d, J = 8 Hz, 1H),'8.49-8 46 (dt J= 8 
Hz. J = 4 Hz. 1H). 8.04 (s, 1H), 7.89-7.87 (dd. J = 4Hz, J = 4Hz, 1H), 7.52-7.47 (q, J = 8 Hz, J = 4Hz H) 6 27 (s 
1H).3.95(bs.2H).3.27(bs.6H),2.31(s.3H),1.82-1.74(m.8H). ' 

Step B: Synthesis of 2-[(2-ehlorophenyl)suh^nyl)-M(c^{I4-(dlnwthylamlno)-6.methylpyrlmidln-2-yllamlno} 
cyclohexyl)nlcotlnsmlde trffluoroacetate. 11 ' 

[0881] To a solution of cfe-2-chloro-AK4-(4-dimethylamino-6-methyl-pyrimidin-2ylamino)-cyclohexyl)-nicotinamide 
(50 mg, 0.128 mmol) in 1 mL dioxane was added 2-chlorobenzenethiol (37.1 mg. 0.256 mmol), and Cs^CO,- (83 4 
mg, 0.256 mmol). The mixture was heated in a microwave synthesizer at 180 °C for 1 hour. After the solvent was 
e ^°,? t !, d ' * e com P° und was t" 6 " sheeted to purification by prep HPLC to give cfc.2-(2-chloro-phenylsuffanyl) 
-AA[4-(4-dimethylamlno-6-methyl-pyrimldin-2-ylamlno)-cyclohexylj-nicotinamide trifluoroacetate (23 2 mq 30 %) as a 
white solid. ' 

ESI-MS m/e 497.4 M+H+ ; 

[0882] To a solution of c/s-2-(2-chloro-phenylsulfanyl)-AH4-(4-dimethylamino-6-methyl-pyrimidin-2-ylamino)-cy- 
clohexylj-nicotinamide trifluoroacetate (23.2 mg. 0.038 mmol) in 1mL CHaClj was added 3-chloroperoxybenzoic acid 
(31 .5 mg 0.14 mmol). The reaction mixture was stirred for 1 5 h and quenching with NaHCO,. The solvent was evao- 
orated and compound was then subjected to purification by prep HPLC to give 2-[(2-chlorophenyl)sulfonyO-^(cfeZ{ 
[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)nicotinamide trifluoroacetate (8.9 mg 0 014 mmol 36%) 
as a white solid. ' ' ' 

ESI-MS m/e 529.2 M+H + ; 'H NMR (400 MHz, DMSO-oy 8 11.98 (s. 1H). 8.61-8.59 (m. 2H). 8.24-8.21 (dd ^ 4 Hz 
4 Hz 1H) 8.08-8.06 (d, J= 8Hz. 1H). 7.79-7.74 (m. 2H). 7.71-7.69 (t, J = 4Hz. 1H). 7.64-7.62 (d. J= 8 Hz 1H) 7 58 
(bs. 1H). 6.32 (s. 1H). 3.94 (bs. 2H). 3.21 (s. 3H). 3.15 (s. 3H), 2.28 (s, 3H), 1.84-1 78 (m, 8 H) 



433 



EP 1 464 335 A2 



Example 3250 

/^c/»4^(4-Methylqulnolln-2-yl)methyl]amlnoJcyctehexyl)-3>bl8(trtf 
trifluoroacetate 

Step A: Synthesis of 4-methyl-2-vinyl-quinollne. 

[0883] To 50 mL toluene in a 150 mL rounded-bottom flask, was added 2-chlorolepidine (1 g, 63 mmol), tetrakis 
( triphenylphonsine ) palladium (0) (65 mg, 0.63 mmol), triphenyl phosphine (0.495 g, 1 .89 mmol) and vinyltributyl tin 
(2.2 g,6.76 mmol). The mixture was refluxed at 116 °C under N 2 for 2 hours. The reaction mixture was concentrated 
and purified by silica gel with 0-10% EtOAc/Hexane to yield 4-methyl-2-vinyl-quinoline (720 mg, 4.26 mmol, 76%). 
ESI MS m/e: 170.0 M+H+;1H NMR (400 MHz, CDCy 8 7.96 (d, J= 8 Hz,1H), 7.85 (d, J= 8 Hz, 1H), 7.58 (dd, J, = Jfe 
= 8 Hz, 1H), 7.43 (dd, Ji = ^ = 8 Hz, 1 H ), (7.15 (s, 1H), 6.89 (dd, J, = 16 Hz, Jfc= 12 Hz, 1H), 6.15 (d, J = 16 Hz, 
1 H), 5.54 (d, J= 8 Hz, 1H), 2.60 (s, 3H) 

Step B: Synthesis of 4-methyl-qulnoline-2-carbaldehyde. 

[0884] To a 500 mL rounded bottom flask filled with 40 mL 90% THF/H 2 0 was added 4-methyl-2-vinyl-quinoline (1 .2 
g, 7.1 mmol) NMO (1.29 g, 10.65 mmol), and Os0 4 (1.3 mL, 0.21 mmol) under N 2 . The mixture was stirred at room 
temperature overnight under N 2 . The reaction mixture was quenched with saturated solution of NagSOa , and the 
organic phase was then extracted EtOAc (100 mL x 4. The organic layer was combined and washed with brine, and 
concentrated. The crude product, 1-(4-methyl-quinolin-2-yl)-ethane-1,2-diol (1.5 g), was directly used to next Step 
without further purification. 

To 60 mL 90%THF/ H 2 0, was added 1 .5 g of the crude 1 -(4-methyl-quinolin-2-yl)-ethane-1 ,2-diol and Nal0 4 (1 .4 g t 
8.86 mmol). The mixture was stirred at room temperature under N 2 for 6 hours. The organic phase was extracted with 
EtOAc (1 00 mL x4, combined, and dried by anhydrous MgS0 4 . It was concentrated to purify by silica gel column using 
0-5% EtOAc /Hexane to yield 4-methyl-quinoline-2-carbaldehyde (600 mg, 3.5 mL, 49.4%). 

ESI MS m/e: 172.0 M+H+; 1H NMR (400 MHz, CDCI3) 8 10.2 (s, 1H), 8.25 (d, J= 8 Hz, 1H), 8.07 (d, J= 8 Hz, 1H), 
7.88 (s, 1 H), 7.82 (dd, J, = Jfe = 8 Hz, 1 H), 7.71 (dd, Jt, = Jfe = 8 Hz, 1 H), 2.79 (s, 3H). 

Step C: Synthesis of resin bound cto-(4-amlno cyclohexyl) carbamic acid fluorenyimethyl ester. 

[0885] In a 30 mL manual synthesis vessel, 2-(3,5 dimethoxy-4-formyl) phenoxy ethyl polystyrene resin (0.5 gram; 
0.90 mmol/gram) and os-(4-amino cyclohexyl) carbamic acid fluorenyimethyl ester 2 (453mg, 1 .35 mmol) were sus- 
pended in 4 mL of DMF. To this suspension was added a solution of NaBH(OAc) 3 (299 mg, 1 .35 mmol) in 1% acetic 
acid/DMF solution (4 mL). After shaking the mixture overnight in a rotary shaker, the solution was removed by filtration 
and the resin washed sequentially with DMF, 10% DIEA/DMF, DMF, DCM and MeOH. The washing sequence was 
repeated four times. The resulting resin bound intermediate was dried under vacuum for 20 minutes. 

Step D: Synthesis of resin bound-cte-[4^4-methyl<|ulnolln-2-m^ acid 
f lourenylmethyl ester. 

[0886] To the resin bound intermediate (0.315 mmoi) was added 4-methyl-quinoline-2-carbaldehyde (96 mg, 0.564 
mmol) in dimethyl acetamide (5 mL) and 1% acetic acid (.050 mL). The resin suspension was mixed in a rotary shaker 
for 1 hour at room temperature. Sodium cyanoborohydride (195 mg, 3.15 mmol) was added to the resin suspension 
and the reaction was mixed overnight at room temperature. At the completion of the reaction, the solution was filtered 
and the resin washed sequentially with DMF, 10%DIEA/DMF, DMF, DCM and MeOH. The washing sequence was 
repeated four times. The resulting resin bound intermediate 5 was dried under vacuum for 20 minutes 

Step E: Synthesis of AKc/s^{[(4.methyiqulnolln-2-yl)methyl]amlno}cyclohexyl)-3,5-bis(trffluoromethyO 
benzamlde trifluoroacetate. 

[0887] The resin bound intermediate (0.1 71 mmol) was treated with 20% piperidine in DMF (3 mL) for 30 minutes 
at room temperature. After 30 minutes, the solution was filtered and the resin washed with DMF, DCM and MeOH. The 
washing sequence was repeated four times. 

[0888] The deprotected resin bound intermediate was suspended in DMF (1 .0 mL). 3,5 bis-trifluoromethylbenzoyl 
chloride (47 mg, 0.171 mmol) was added to the resin suspension followed by triethylamine (0.0519 mL, 0.513 mmoi). 
The reaction was mixed for 30 minutes at room temperature. The solution was then filtered and the resin washed 
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^"""^Mrthl DMF. DCM and MaOH. the washing aaauanc „ a . nfagM ^ „ mM . 
'0 Example 3251 

5 SteP A: Synthe8 ' 8 ° f C ^ d, ™*y'™'^^ acW 
Example 3252 

Stop A: Synthaal. ol c<»*(«-ni»«yl9«l n olln.2-yl» n tao)cyclohe«anecrt» w llc acid. 

^XtSaaa 6 ^? ""* ) ""' acid ,4.« 

N*T«,haa4,„aa a dSpS 

ESI MS m/e 285.1 M+H+; 'H NMR (400 MHz, DMSO-d,) 8 7 76 Id <H) 7 4Q/m iw\ 701 / 

(s, 1H), 4.19 (s, 1H), 2.54-2.53 (m. 2H), 2.46 (3. 3h" ' ^ ^ 7 21 (m ' 1H) " 6 85 (d > 1H >- 6 72 
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Step B: Synthesis of cto-A^[(1/^1-(4-bromophenyl)ethyl>4-[(4-methylqulnolin-2-yl)amlno] 
cydohexanecarboxamlde trlf luoroacetate. 

[0893] To a solution of (fl)-1-(4-bromo-phenyl)-ethylamine (77.4 mg, 0.39 mmol) in 10 mL DCM was added cis- 
4-(4-methylquinolin-2-ylamino)cyclohexanecart>oxylic acid (100 mg, 0.35 mmol) , HATU (148 mg, 0.39 mmol), and 5 
drops of Et 3 N. The reaction mixture was stirred at room temperature under N 2 overnight. The solvent was evaporated 
and the material subjected to prep HPLC to give cis-N~[() fl)-1 -(4-bromophenyl)ethyl]-4-{(4-methylquinolin-2-yl)amino] 
cyclohexanecarboxamide trifluoroacetate (24 mg, 0.052 mmol, 14.7%) as white solid. 

ESI MS m/e 4682 M+H+; *H NMR (400 MHz, DMSO-de) 5 9.18-9.07 (s, 1H), 7.94-7.84 (t, 1H), 7.74-7.68 (t, 1H), 
7.46-7.42 (m, 2H), 7.22-7.17 (m, 2H), 7.00-6.94 (s, 1H), 4.86 (m, 1H), 4.11 (s,1H), 2.58 (s, 3H), 2.40-2.23 (m, 2H), 
1 .88-1 .49 (m, 8H), 1 .33-1 .19 (d, 3H). 

Example 3253 

ff»ns-2-(4-Chlorophenyl)-A^(<^4-a4-(dlmethylamlno>-5-methylpyrlmidin-2-y 
cyclopropanecarboxamlde trifluoroacetate 

Step A: Synthesis of frans-3-(4-chlorophenyl)-N-fnethoxy-N-methyl8crylamide. 

[0894] A solution of 4-chlorobenzalehyde (3 g, 21.34 mmol) and N-methoxy-N-methyl-2-(triphenylphosphoranyli- 
dene)acetamide (8.5 g, 23.47 mmol) in CH 2 CI 2 was stirred at room temperature for 1 6 h. The solvent was removed in 
vacuo, and the crude product was purified by column chromatography on silica gel (0-20% EtOAc / Hex) to afford trans- 
3-(4-chlorophenyl)-N-methoxy-N-methylacrylamide (4.78 g, 99%) as colorless crystals. 

ESI MS m/e 226.1 M+H+; ^H NMR (400 MHz, CDCI3) 8 7.66 (d, J =5.6 Hz, 1H), 7.45 (d, J = 8.4 Hz, 2H), 7.33 (d, J= 
8.4 Hz, 2H), 6.99 d, J= 5.6 Hz, 1H), 3.75 (s, 3H), 3.29 (s, 3H) 

Step B: Synthesis of N-methoxy-N-methyl-frans-2-(4-chlonophenyl) cyclo-propanecarbxoamide. 

[0895] To a solution of trimethylsulfoxonium iodide (9.3 g, 42.4 mmol) in DMSO (40 mL) was added sodium hydride 
(1.7 g, 42.4 mmol) at room temperature in portions. After 1h, a solution of frans-3-(4-chlorophenyl)-N-methoxy-N- 
methylacrylamide (4.78 g, 21.2 mmol) in DMSO (20 mL) was added via cannula at r.t. The mixture was stirred for 
another 6 h, and then it was quenched with saturated aqueous NH 4 CI solution, extracted with CHgC^, washed with 
brine and dried over anhydrous MgS0 4 . The crude product was purified by column chromatography (0-50 % EtOAc / 
Hex)to afford N-methoxy-N-methyl -f/ans-2-(4-chlorophenyl)cyclopropanecarboxamide as colorless oil (4.76 g, 88.5 
%). 

ESI MS m/e 239.9 M+H+; 'H NMR (400 MHz, CDCI3) 5 7.24 (d, J = 8 Hz, 2H), 7.06 (d, J=B Hz, 2H), 3.69 (s, 3H), 3.23 
(s, 3H), 2.47 (m, 1 H), 2.37 (bs, 1 H), 1 .63 (m, 1 H), 1 .27 (m, 1 H) 

Step C: Synthesis of trans-2-(4-chloro-phenyl)cyclopropanecarboxyHc acid. 

[0896] A suspension of afford N-methoxy-N-methyl -f/ans-2-C4-chlorophenyl)cyclopropanecarboxamide (4.76 g, 
1 8.76 mmol) and potassium tert-butoxide (4.76 g, 1 8.76 mmoi) in the TBME (1 30 mL) and water (0.68 mL, 37.5 mmol) 
was stirred at room temperature for 1 6h. The mixture was acidified by slowly adding concentrated HCI, and the aqueous 
mixture was extracted with CH 2 CI 2 (3x60 mL). The combined organic layers were washed with brine and dried over 
anhydrous MgS0 4 . The solvent was removed in vacuo and the product was obtained as white solid (3.447 g, 93.5 %) 
ESI MS m/e 197.0 M+H+; ^H NMR (400 MHz, CDCI3) 6 11.4 (bs, 1H), 7.28 (d, J= 8.4 Hz, 2H), 7.06 (d, J= 8.4 Hz, 2H), 
2.60 (ddd, J, = 9.5 Hz, 4 = 6.6 Hz, ^ = 4.1 Hz, 1H), 1.89 (ddd, J, = 9.5 Hz, Jfe = 5.2 Hz, Jfe = 4.2 Hz, 1 H), 1.69 (dt, 
4 = 9.5 Hz, = 5.1 Hz, 1 H), 1 .40 (ddd, 4 = 8.4 Hz, Jfe = 5.2 Hz, 4 = 4.3 Hz, 1 H) 

Step D: Synthesis of f/ans-2-(4-ch!orophenyl)-AKc/s^ 
cyclohexyi)cyciopropanecarboxamide trifluoroacetate. 

[0897] To a mixture of frans-2-(4-chloro-phenyl)cyclopropanecarboxylb acid (22.1 mg, 0. 112 mmol) and 2-chloro- 
4-dimethylamino-5-methylpyrimidine (28 mg, 0.112 mmol) in CH 2 CI 2 (5 mL) was added HATU (42.6 mg, 0.112 mmol) 
at r.t. After 30 sec Et 3 N (5 drops) was added dropwise. The mixture was stirred overnight. f/ans-2-(4-chlorophenyl) 
-A^(ds-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino)cyclohexyl)c^clopropanecarbo trifluoroacetate (20 
mg, 37%) was obtained from prep-HPLC. 

ESI MS m/e: 428.4 M+H+; 1H NMR (400 MHz, CDCI3) 5 8.49 (bs, 1H), 7.23 (d, J = 8 Hz, 2H), 7.02( d, J= 8 Hz, 2H), 
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6.28 (d, J= 8 Hz, 1H), 4.11 (m, 1H), 3.99 (m, 1H), 3.29 (s, 6H), 2.45 (ddd, J, = 12 Hz, Jfe = 8 Hz, Jfe = 4 Hz, 1H), 2.25 
(s, 3H), 1 .85-1 .65 (m, 1 H), 1 .58 (dt. J t = 8 Hz, Jfe = 4 Hz, 1 H), 1 .1 8 (dt, J, = 8 Hz, Jfe= 4 Hz, 1 H) 

Example 3254 

fHcte-4-[(4 f 5-Dlmethytpyrlm^ trifluoroacetate 
Step A: Synthesis of 2-chloro-4, 5-dlmethylpyrlmldtne. 

[0898] A mixture of 2, 4-dichloro-5-methylpyrimidine (0.3 g, 1 .84 mmol), AIMe 3 (0.3 mL, 2.0M) and Pd(PPh3) 4 (85 
mg, 4%mol) in dry THF (5 mL) was heated in a microwave synthesizer at 1 50°C for 20 min. The solvent was removed 
in vacuo and the crude product subjected to chromatography (0-40 % EtOAC/Hex) to yield 2-chloro-4, 5-dimethylpy- 
rimidine (0.13 g, 50 %) as yellow solid. 

ESI MS m/e: 143.1 M+H+; 1 H NMR (400 MHz, CDCy 8 8.24 (s, 1H), 2.45 (s, 3H), 2.22 (s, 3H) 

Step B: Synthesis of iV-fc/^^^-dlmethylpyrlmidin^-ylJaminolcyclohexylhS.S-blsCtrlf luoromethyl) 
benzamlde trifluoroacetate. 

[0899] A mixture of 2-chloro-4, 5-dimethylpyrimidine (30 mg, 0.21 mmol), N-(ds-4-aminocyclohexyl)-3,5-bis(trifluor- 
omethyl)benzamide (74.6 mg, 0.21 mmol), Pd(OAc)2 (0.47 mg, 0.01 equiv.), dppf (1.16 mg, 0.01 equiv.) and KOtBu 
(59 mg, 0.53 mmol) in toluene (3 mL) was heated in a microwave synthesizer at 150°C for 20 min. The solvent was 
removed in vacuo and the crude product subjected to purification by HPLC to give N-{c/s-4-[(4,5-dimethyl pyrimidin- 
2-yl)amino]cyclohexyl)-3,5-bis(trifluoromethyl)benzamide trifluoroacetate (25 mg, 21%) as yellow solid. 
ESI MS m/e 461 .2 M+H+; 1 H NMR (400 MHz, CDCI3) 5 8.36 (s, 3H), 7.99 (s, 1 H), 4.47 (d, 1 H), 4.23 (bs, 1 H), 2.52 (s, 
3H), 2.13 (s, 3H), 1.95-1.65 (m, 8H) 

Example 3255 

^3,40muorophenyl)-AMc/s^{[4-(dimethyta^ 
trifluoroacetate 

Step A: Synthesis of M<3,4-dlf luorophenyl^W'-tc/s^^dlmethylaminohS-methylpyrlmldin^-ylJamlno} 
cyclohexyQurea trifluoroacetate. 

[0900] c/s-A^(4-Amino<yclohexyO-5,A/*,A^4rimethyl-pyrimidine-2,4-diamine (30 mg, 0.12 mmol) was dissolved in 
1 mL of DMSO. 1 ,2-Difluoro-4-isocyanato-benzene was added to the solution, and the solution was stirred overnight. 
The crude was purified by HPLC to give A/-(3,4-difluoro phenyi)-/V-(ds-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl] 
amino}cyclohexyl)urea trifluoroacetate as a white solid. (32.2 mg, 54.0%). 

ESI MS m/e 405.3 (M -1- H + ); 1 H NMR (400 MHz, CDCI3) 5 13.45 (s, 1 H), 8.35 (d, J = 8.0 Hz, 1 H), 7.67 (s, 1 H), 7.52-7.47 
(m, 1 H), 7.28-7.26 (m, 1 H), 7.07-6.99 (m, 2H), 4.00 (m, 1 H), 3.96 (m, 1 H), 3.32 (s, 6H), 2.27 (s, 3H), 1 .78-1 .67 (m, 8H). 

Example 3256 

2-[(3,4-Dffluorophenyl)amino]-W-(c/s-4-{ [4-(dimethylamlno)-5-methylpyrlmidln-2-yl]amino}cyciohexyl) 
nicotinamide 

Step A: Synthesis of 2^(3,4^muoropheny0aminohA^(c/e^{[4-(dimethylamlno)-5-methylpyrimidin-2-yf] 
amino}cyclohexyl)nlcotlnamide. 

[0901] 3,4-Difluoro-aniline (20.6 uL, 0.204 mmol) was dissolved in 1 .0 mL of DMF. NaH (8.2 mg, 0.204 mmol) was 
added to the solution and allowed to stir for 1 0 minutes. 2-Chloro-A^[4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino) 
cyclohexyQ-nicotinamide (40 mg, 0.102 mmol) was added and the mixture was stirred for another 5 minutes. The 
reaction was heated via Smith Synthesizer at 200 °C for 1 hour. The crude was purified by silica column chromatog- 
raphy. The column was flushed with 200 mL mixture methanol and methylene (1:9) and 100 mL of methanol to give 
2-[(3,4-difluoropheny)amino]-A/-( c/s^^ 
white solid. (30.0 mg, 61 .2%) 

ESI-MS m/z 482.5 (M + H + ) ; 1 H NMR (400 MHz, CDCI3) 6 8.32 (dd, J= 4.8, 1.8 Hz, 1H), 7.92-7.86 (m, 1H), 7.71 (dd, 
J = 7.6, J= 1.6 Hz, 1H), 7.64 (s, 1H), 7.19-7.03 (m, 2H), 6.76-6.73 (m, 1H), 6.34 (d, J = 6.8 Hz, 1H), 4.95 (s, 1H), 
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4.11-4.03 (m, 2H), 2.96 (s, 6H), 2.15 (s, 3H), 1.90-1.68 (m, 8H). 

Example 3257 

5 ^4-Chlorophenyl)-tf-(c/s-4-Q4-(dlm 
trtfluoroacetate 

Step A: Synthesis of ^4-chlorophenyl>W'^c/s^{[4-(dlmethylamlno)-5-methy!pyrlmldln-2-y^ 
cyclohexyl)- W-ethylurea trtfluoroacetate. 

to 

[0902] ds-/^(4-AminoK7clohexyl)-5,Ar*^ (75 mg, 0.30 mmol) and 1,1 -carbon- 

yldiimidazole (58 mg, 0.36 mmol) were dissolved in 1 mL of methylene chloride in a Smith Synthesizer vial and allowed 
to stir at room temperature overnight. To the vial, (4-chloro-phenyl)-ethyl-amine (94 mg, 0.60 mmoi) was added. The 
solution was heated via Smith Synthesizer at 1 30 °C for 30 minutes. The solvent was evaporated, and 1 mL of methanol 
15 was added to the crude to redissolve it. The crude was then purified by HPLC to give A/-(4-chlorophenyl)-A/-(c/s*4-{ 
[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-A/-ethy!urea trifiuoroacetate as a white solid. (25.0 mg, 
15%) 

ESI MS m/e 431 .3 (M + H + ) ; 1 H NMR (400 MHz, CDCI3) 8 14.0 (s, 1 H), 8.65 (d, J= 6.4 Hz, 1 H), 7.53 (dd, J= 9.2, J= 
2.4 Hz, 2H), 7.43 (b, 1H), 7.28 (dd, J= 9.2, J= 2.4 Hz, 2H), 4.48 (bs, 1H), 4.16 (bs, 1H), 3.99 (m, 2H), 3.39 (s, 6H), 
20 2.34 (s t 3H), 1.84-1.60 (m, 8H), 1.21 (t, J= 7.0 Hz, 3H). 

Example 3258 

^c/^-{[5-Methyl-4-(methylamino)pyrlmM 
25 oxy}acetamlde trifiuoroacetate 

Step A: Synthesis of resin bound N-methylamine. 

[0903] 2-(3,5 Dimethoxy-4-formyl)phenoxy ethyl polystyrene resin (1 .0 gram; 0.90 mmol/gram) and methylamine 2 
30 M in methanol (5.85 mL, 1 1 .7 mmol) in 1 5 mL of CH 2 CI 2 was suspended in a fritted synthesis flask. To this suspension 
was added a solution of NaBH(OAc) 3 (.0117 mol) in CH 2 Cl2 (15 mL). After shaking the mixture overnight in a rotary 
shaker, the solution was removed by filtration. The resulting resin bound N-methylamine was washed sequentially with 
CH 2 CI 2 , DMF, and MeOH. The washing sequence was repeated four times. The resin bound N-methylamine was dried 
under vacuum for 20 minutes. 

35 

Step B: Synthesis of resin bound-4-(N-methyl-5 methyl-2-chloro)-pyrimidlne. 

[0904] The resin bound N-methylamine was suspended in DMF (10 mL). To the resin suspension was added 2,4 
dichloro-5-methyl-pyrimidine (1 ,35 mmol) followed by triethylamine (0.273 mL, 2.70 mmol). The reaction mixture was 
40 shaken overnight at room temperature. The solution was removed by filtration and the resin washed sequentially with 
DMF, CH 2 CI 2 and MeOH. The wash sequence was repeated four times. The resulting resin bound intermediate was 
dried under vacuum for 20 minutes.. 

Step C: Synthesis of resin bound c/s-N-(4-N-methyl-5 methyl-pyrimidyl-2yQcyclohexane-1,4-diamine. 

45 

[0905] The resin bound intermediate was divided up into three portions and each portion was transferred into a 5 
mL Smith synthesizer reaction vessel. The resins (0.272 mmol) were separately suspended in anhydrous dioxane (3 
mL). To each suspension was added cis 1 ,4 diamino cyclohexane (0.405 mmoi), tris(dibenzylidineacetone)dipaliadium 
(O) (0.027 mol), 2,2 bisdiphenylphosphino-1 ,1 binapthyl (BINAP) (0.081 mmol) and sodium tert-butoxide (1 .35 mmol). 
so The reactions were heated in a microwave synthesizer at 140°C for 20 minutes. At the completion of the reaction, the 
resin suspension was transferred to 8 mL fritted tubes. The solutions were removed by filtration. The resins were 
sequentially washed with MeOH, H 2 0, MeOH, CH 2 CI 2 , and MeOH, The washing sequence was repeated three times. 
The resulting resin bound intermediate was dried under vacuum for 20 minutes. 

55 step D: Synthesis of cfe-fl-[4-(4-N-methyl-5 methyl-pyrimldyl-2yl-amlno)-cyclohexyl]-bromoacetamlde. 

[0906] The resin bound intermediate (0.27 mmol) was suspended in OCM (3 mL). To the resin suspension was added 
bromoacetyl bromide (0.27 mmol) and DIEA (.094 mL; 0.54 mmol). The reaction was mixed in a rotary shaker for 45 
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minutes at room temperature. At the completion of the reaction, the solution was removed by filtration. The resin was 
sequentially washed with DCM, DMF, DCM, and MeOH. The washing sequence was repeated three times. The resulting 
resin bound intermediate was dried under vacuum for 20 minutes. 

s Step E: Synthesis of W-(c/s-4-{I5-methyi-4-(methylamlno)pyrlmldln-2-yl]amlno}cydohexyl)-2-{ 
[2-(trmuoromethyf)pyrfmidin-4-yl]oxy}acetamlde trifluoroacetate. 

[0907] The resin bound intermediate from Step D (0.27 mmol) was transferred into a 5 mL microwave synthesizer 
vial. The resin was suspended in anhydrous DMF ( 2 mL). To the resin suspension was added 4 hydroxy-2-trifluor- 
10 omethyl pyrimidine (0.54 mmol) and potassium carbonate (0.54 mmol) The reaction was heated in a microwave oven 
at 140°C for 30 minutes. At the completion of the reaction, the resin suspension was transferred to an 8 mL fritted 
tube. The solution was removed by filtration and the resin washed sequentially with DMF, DCM, MeOH. The wash 
sequence repeated three times. 

[0908] After drying under vacuum for 20 minutes, the resin bound intermediate was treated with 5 mL of TFA solution 
15 (TFA /CH 2 Cl2/H 2 0 20:20:1 v/v). The reaction was shaken for 2 hours and the TFA solution was collected after filtration. 
The TFA was removed by rotary evaporation and the compound subjected to purification by preparative HPLC to give 
Af-(c^4-{[5-methyl-4-(methylamino)pyrimidin-2-yl]am 
mide trifluoroacetate (2.1 mg. 5%) as a white solid. 

ESI MS m/e 440.3 M+H+; 1 H NMR (400MHz, CD 3 OD) 5 (ppm): 8.69 (m, 1H), 7.45 (m, 1H), 7.21-7.17 (m, 1H), 4.95 
20 (m, 2H), 4.03 (bs, 1 H), 3.82 (bs, 1 H), 3.04 (s, 3H), 1 .98 (s, 3H), 1 .93-1 .61 (m, 8H). 

Example 3259 

2£-Difluoro-AHcte-4-{[4-methyl-6-(methyta^ 
25 5-carboxamlde trifluoroacetate 

Step A: Synthesis of resin bound N-methylamlne. 

[0909] 2-(3,5 Dimethoxy-4-formyl)phenoxy ethyl polystyrene resin (1.0 gram; 0.94mmol/gram) and methylamine 
30 (0.0122 mol) in 15 mL of CHgClg was suspended in a fritted synthesis flask. To this suspension was added a solution 
of NaBH(OAC) 3 (0.0122 mol) in CHgClg (15 mL). After shaking the mixture overnight in a rotary shaker, the solution 
was removed by filtration. The resulting resin bound N-methylamine was washed sequentially with CH 2 CI 2> DMF, and 
MeOH. The washing sequence was repeated four times. The resin bound N-methylamine was dried under vacuum for 
20 minutes. 

35 

Step B: Synthesis of resin bound-4-(N-methyl-6 methyl-2-chk>ro)-pyrlmldIne. 

[0910] The resin bound N-methylamine was suspended in DMF (10 mL). To the resin suspension was added 2,4 
dichloro-6-methyl-pyrimidine (1 .41 mmol) followed by triethylamine (0.393 mL, 2.82 mmol). The reaction mixture was 
40 shaken at 40 °C overnight. The solution was removed by filtration and the resin washed sequentially with DMF, CH 2 CI 2 
and MeOH. The wash sequence was repeated four times. The resulting resin bound intermediate was dried under 
vacuum for 20 minutes. 

Step C: Synthesis of resin bound c/s-N-(4-N-methyl-6methyl-pyrlmldyl-2yl)cyclohexane-1,4-diamine. 

45 

[0911] The resin bound intermediate was divided up into three portions and each portion was transferred into a 5 
mL Smith synthesizer reaction vessel. The resins (0.282 mmol) were separately suspended in a 1:1 solution of IPA/ 
H20 (3 mL). To each suspension was added cis 1 ,4 diamino cyclohexane (0.85 mmol) and DIEA (0.295ml; 1 .69 mmol). 
The reactions were heated in a microwave synthesizer at 1 80°C for 4.5 hours. The resins were pooled together; and 
so the solution removed by filtration. The resin was sequentially washed with IPA, H 2 0, MeOH, CH^fe, and MeOH. The 
washing sequence was repeated three times. The resulting resin bound intermediate was dried under vacuum for 20 
minutes. 

Step D: Synthesis of a^^lfluoro-A^tc/s-^^methyl-e-tmethylaminoJpyrlmldin^-ylJamlnoloyclohexyl)- 
55 1 ,3-benzodioxole-5-carboxamkJe trifluoroacetate. 

[0912] The resin bound intermediate was suspended in DMF (8mL). To the resin suspension was added the 2,2 
diflouro 1 ,3 benzodioxole 5-carbonyl chloride (0.846 mmol) and triethylamine ( 0.256 mL; 1.69 mmol). The reaction 
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was shaken in a rotary mixer at room temperature for 46 minutes. The solution was removed by filtration and the resin 
washed sequentially with DMF, CH 2 CI 2 , MeOH. The wash sequence repeated three times. 
[0913] After drying under vacuum for 20 minutes, the resin bound intermediate was treated with 1 5 mL of TFA solution 
(TFA/CH 2 Cl2 /H 2 0 20:20:1 v/v). The reaction was shaken for 2 hours and the TFA solution was collected after filtration. 
5 The TFA was removed by rotary evaporation and the compound subjected to purification by preparative HPLC to give 
2,2-difluoro-/V-(ris^[4-methyl-6-(met^^^ 
trtfluoroacetate (2.0 mg. 2%) as a white solid. 

ESI MS m/e 420.5 M+H 4 ; 1 H NMR (400MHz, CD 3 OD) 5 (ppm): 8.24 (m, 1H), 7.72-7.68 (m, 2H), 7.31-7.29 (m, 1H), 
5.86 (s, 1H), 4.18-3.99 (m, 2H), 2.99 (s, 3H), 2.25 (s, 3H), 1 .93-1 .80 (m, 8H). 

10 

Examples 3260-3262 

[0914] Compounds 3260 to 3262 were prepared in a similar manner as described in Example 3242 using the appro- 
priate bromoacetophemone and amine intermediate from Step A. 

15 

Examples 3263-3267 

[0915] Compounds 3263 to 3267 were prepared in a simitar manner as described in Example 3243 using the appro- 
priate acid and amine intermediate from Step A. 

20 

Examples 3268-3272 

[0916] Compounds 3268 to 3272 were prepared in a similar manner as described in Example 3244 using the appro- 
priate isocyanate and amine intermediate from Step A. 

25 

Examples 3273-3275 

[0917] Compounds 3723 to 3275 were prepared in a similar manner as described in Example 3245 using the appro- 
priate amine and carboxylic intermediate from Step A. 

30 

Examples 3276-3280 

[0918] Compounds 3276 to 3280 were prepared in a similar manner as described in Example 3246 using the appro* 
priate acid chloride and amine intermediate from Step 0. 

35 

Examples 3281-3291 

[0919] Compounds 3281 to 3291 were prepared in a similar manner as described in Example 2656 using the appro- 
priate thioderivative and amine intermediate from Step A. 

40 

Examples 3292-3303 

[0920] Compounds 3292 to 3303 were prepared in a similar manner as described in Example 3251 using the appro- 
priate amine and carboxylic intermediate from Step B. 

45 

Examples 3304-3307 

[0921] Compounds 3304 to 3307 were prepared in a similar manner as described in Example 3252 using the appro- 
priate amine and carboxylic intermediate from Step B. 

so 

Examples 3308 

[0922] Compounds 3308 were prepared in a similar manner as described in Example 3251 using the appropriate 
amine and carboxylic intermediate from Step B. 

55 

Examples 3309-3315 

[0923] Compounds 3309 to 3315 were prepared in a similar manner as described in Example 3252 using the appro- 
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priate amine and carboxylic intermediate from Step B. 
Examples 3316-3320 

s [0924] Compounds 331 6 to 3320 were prepared in a similar manner as described in Example 3253 using the appro- 
priate aldehyde and amine intermediate from Step D. 

Examples 3321-3345 

w [0925] Compounds 3321 to 3345 were prepared in a similar manner as described in Example 3255 using the appro- 
priate isocyate and amine intermediate from Step A. 

Examples 3346-3355 

is [0926] Compounds 3346 to 3355 were prepared in a similar manner as described in Example 3257 using the appro- 
priate aniline and amine intermediate from Step A. 

Examples 3356-3357 

20 [0927] Compounds 3356 to 3357 were prepared in a similar manner as described in Example 2638 using the appro- 
priate hydroxyaryl derivative and bromide intermediate from Step B. 

Examples 3358-3359 

25 [0928] Compounds 3358 to 3359 were prepared in a similar manner as described in Example 3259 using the appro- 
priate acid chloride and amine intermediate from Step D. 

Examples 3360-3365 

30 [0929] Compounds 3360 to 3365 were prepared in a similar manner as described in Example 3259 using the appro- 
priate hydroxyaryl derivative and bromide intermediate from Step E. 

Examples 3366-3367 

35 [0930] Compounds 3366 to 3367 were prepared in a similar manner as described in Example 3250 using the appro- 
priate acid chloride derivative and amine intermediate from Step E. 

Examples 3368-3381 

40 [0931] Compounds 3368 to 3381 were prepared in a similar manner as described in Example 3249 using the appro- 
priate thiophenol and nicotinamide intermediate from Step A. 

Example 3382 

45 [0932] Compound 3382 was prepared in a similar manner as described in Example 2497 using 4-trif luoromethoxy- 
benzoyl chloride and the amine intermediate from Step E. 



Ex. No. 


compound name 


MS 


class 


3260 


1-(4-chlorophenyl)-2-{(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl] 
amino}cyclohexyl)amino]ethanone 


402.4 (M + H) 


2 


3261 


1-(3,4-difluorophenyl)-2-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-ylJ 
amino}cyclohexyl)amino]ethanone 


404.4 (M + H) 


3 


3262 


1-(4-bromophenyl)-2-{(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl] 
amino}cyclohexyl)amino]ethanone 


446.3 (M + H) 


3 
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(continued) 



Ex. No. 


compound name 


MS 


class 


3263 


rH1 -[3,5-bis(trifluoromethyl)phenyfJ-1 -methylethyl}-N'-(cis-4-{ 
[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-cyclohoxyl)urea 


547.6 (M + H) 


2 


3264 


N [1-(4-chlorophenyl)-1 -methylethylJ-N'-tcis^K^dlmethylamino)- 
5-methylpyrimldln-2-yl]amlno)}cyclohexyl)urea 


445.3 (M + H) 


1 


3265 


N-[1 -(4-chlorophenyl)-1 -methylethyl]-N , -(cis-4-{t4-(dimethylamino)- 
6-methylpyrimidin-2-yl]amino}cyclohexyl)urea 


445.2 (M + H) 


2 


3266 


N-{1-(4-chlorophenyl)cyclopropyl]-N'-(cls-4-{[4-(dimethylamino)- 
5-methylpyrimidin-2-yl]amino}cyclohexyl)urea 


443.3 (M 4- H) 


1 


3267 


N-f1-(4-chlorophenyl)cyclopropyl]-N'-(cis-4-{[4-(dimethylamino)- 
6-methylpyrimidin-2-yl]amino}cyclohexyl)urea 


443.4 (M + H) 


1 


3268 


N-{1 -[3,5-bls(trifluoromethyl)phenyl]-1 -methylethyl}-N'-(cis-4-{ 
[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-N-methylurea 


561 .4 (M + H) 


3 


3269 


N-[1 -(4-chlorophenyl)-1 -me%lethyQ-NXcis-4-{[4-(dimethylamlno^ 
5-methylpy rimidi n-2-yl]am inojcyclo hexyl)-N -methyl urea 


459.6 (M + H) 


1 


3270 


N-[1 -(4-chlorophenyl)-1 -methylethyQ-N'^cis^-l^-tdimethylamino)- 
6-methylpy rimidi n-2-yl]am in o}cyclohexyl)-N -methyl urea 


459.5 (M + H) 


2 


3271 


N-{1-(4-chlorophenyl)cyclopropyl]-N , -(cls-4-{[4-(dimethylamino)- 
5-methylpy rimidi n-2-yl]am ino}cyclohexyl)-N -methyl u rea 


457.5 (M + H) 


2 


3272 


N-[1-(4-chlorophenyl)cyclopropyl]-N , -(cis-4-{[4-(dimethylamino)- 
6-methy Ipy rimidi n-2-yl]amino}cyclohexyl)-N -methyl urea 


457.2 (M + H) 


3 


3273 


cis-N-{1 -(4-chlorophenyl)-1 -methylethyl]-4-{[4-(dlmethylamino)- 
5-methylpyrimidln-2-yl]amino}cyclohexanecarboxamide 


430.3 (M + H) 


2 


3274 


cis-N-[1 -(4-chlorophenyl)-1 -methylethyi]-4-{[4-(dimethylanri ino)- 
6-methylpyrimidin-2-yl]amino}cyclohexanecarboxamide 


430.4 (M + H) 


3 


3275 


cIs-N^I-p.S-bisprifluoromethyOphenyll-l-methylethyll^^^dimethyiamlno)- 
6-methylpyrimidln-2-yl]amino}cyclohexanecarboxamide 


532.3 (M + H) 


3 


3276 


4-chloro-N-{cis-4-[(4-methoxy-5-methylpyrimidin-2-yl)amlno]cyclohexyl} 
benzamide 


375.1 (M + H) 


3 


3277 


N-{cis-4-[(4-methoxy-5-methylpyrimidin-2-yl)amino]cyclohexyl}- 
4-(trifluoromethoxy)benzamide 


425.1 (M + H) 


3 


3278 


S^-dlchloro-N-fcis^-^-methoxy-S-methylpyrimldln^-yOaminolcyclohexyl} 
benzamide 


408.9 (M + H) 


2 


3279 


3,5-dlchloro-N-{cis-4-[(4-methoxy-5-methyIpyrimidin-2-yl)amino]cyclohexyl} 
benzamide 


409.1 (M + H) 


3 


3280 


N-{cis-4-[(4-methoxy-5-methylpyrimldin-2-y0amino]cyclohexyl}-3,5-bis 
(trifluoromethyl)benzamide 


477.2 (M + H) 


3 


3281 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrlmidin-2-yl]amino}cyclohexyl)- 
2-[(4-fiuorophenyl)su(fonyl]nicotinamide 


513.4 (M + H) 


1 


3282 


2-[(4-chlorophenyl)sulfonyl]-N-(cis-4-{[4-(dlmethylamlno)-5-methylpyrimidln- 
2-yl]amino}cyclohexyl)nicotinamide 


529.4 (M + H) 


1 


3283 


2-[(3-chloropheny0sulfonyl]-N-(cis-4^[4-(dimethylamino)-5-methylpyri 
2-yl]amino}cyclohexyl)nicotinamide 


529.4 (M + H) 


2 


3284 


2-[(2-chloropheny0sulfonylJ-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin- 
2-yl]amino}cyclohexyl)nicotinamide 


529.3 (M + H) 


2 
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(continued) 



Ex. No. 


compound name 


MS 


class 


3285 


2-[(3-bromophenyl)sulfonyl]-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimjdin- 
2-yl]amino}cyclohexyl)nlcotinamide 


573.6 (M + H) 


2 


3286 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]ammo}cyclohexyl)- 
2-[(4-methoxyphenyl)sulfonyl]-nicotinamide 


525.4 (M + H) 


3 


3287 


N-(cls-4^[4-(dimethylamlno)-5-methy^Dyrlmidin-2-yl]amino}cyclohexyl)-2^ 
[3-(trifluoromethyl)pheny0sulfonyl}-nicotlnamide 


563.5 (M + H) 


2 


3288 


N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-[(4-methylpheny!)sulfonyl]nicotinamide 


509.6 (M + H) 


2 


3289 


2-[(4-bromophenyl)sulfonyl]-N-(cis-4-{[4-(dimethylamino)-5- methylpyrimidin- 
2-yl]amino}cyclohexyl)nicotinamide 


573.5 (M + H) 


2 


3290 


N-(cls-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohe)cyl)- 
2-[(2-methyl-3-furyl)sutfonylJnicotlnamide 


499,4 (M + H) 


3 


3291 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)^ 
[4-(trifluoromethyl)phenyl]sulfonyl}-nicotlnamide 


563.5 (M + H) 


2 


3292 


cis-N-t(1S)-1-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamino)-5-m0thylpyrimidin- 
2-yl]amino}cyclohexanecarboxamide 


416.3 (M + H) 


2 


3293 


cis-N-{(1 S)-1 -[3,5-bis(trifluoromethyl)phenyl]ethyl)M^ 
5-methylpyrimidin-2-yl]amino}cyclohexanecarboxamide 


518.4 (M + H) 


3 


3294 


cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(1R)- 
1-(2-fluorophenyl)ethyl]cyclohexanecarboxamide 


400.3 (M + H) 


3 


3295 


cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(1S)- 
1-(2-fluorophenyt)ethyi]cyclohexanecarboxamide 


400.3 (M + H) 


3 


3296 


cis-N-{(1S)-1 -(4-bromophenyl)ethyl]-4-{[4-(dimethylamino)-5-methylpyrimidin- 
2-yl]amino}cyclohexanecarboxamide 


460.3 (M + H) 


1 


3297 


cis-N-[(1R)-1 -(4-bromophenyi)ethylJ-4-{[4-(dimethylamino)-5-methylpyrimidin- 
2-yl]amino}cyclohexanecarboxamide 


460.3 (M + H) 


2 


3298 


4-{[4-(dimethy!amino)-5-methyIpyrimidin-2-yl]amino}-N-{( 1 S)- 
1-[3-(trifluoromethyl)phenyl]ethyl}cyclohexanecarboxamide 


450.2 (M + H) 


1 


3299 


4 {[4-(dlmethylamino)-5-methylpyrimidin-2-yl]amino}-N-{(1 R)- 
1-[3-(trifluoromethyi)phenyl]ethyl}cydohexanecarboxamide 


450.3 (M + H) 


1 


3300 


4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-{(1S)- 
1-[2-{trifluoromethyl)phenyl]ethyl}cydohexanecarboxamide 


450.4 (M + H) 


1 


3301 


4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino)-N-[(1R)- 
1-(2-(trifluoromethyl)phenyl)ethyl}cyclohexanecarboxamide 


450 (M + H) 


3 


3302 


cis-4-{[4-(dimethylamino)-5•methylpyrimjdin'2-yl]amino}-N^(1S)- 
1-[4-(trifluoromethoxy)phenyl]ethyl}-cyclohexanecarboxamide 


466.4 (M + H) 


1 


3303 


cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N^(1R)- 
1-[4-(trifluoromethoxy)phenyl]ethyl}-cyciohexanecarboxamide 


466.4 (M + H) 


2 


3304 


cis-N-{(1 S)-1 -(4-bromophenyl)ethyl]-4-[(4-methylqulnolin-2-yl)amino] 
cyclohexanecarboxamide 


466.4 (M + H) 


3 


3305 


cis-N-{(1R)-1-(4-chlorophenyl)ethyl]-4-((4-methylquinolin-2-yl)aminoJ 
cyclohexanecarboxamide 


422.3 (M + H) 


2 


3306 


cis-N-{(1S)-1-(4-chlorophenyl)ethyl]-4-{(4-methylqujnolin-2-yl)amino] 
cyclohexanecarboxamide 


422.4 (M + H) 


2 
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Ex. No. 


compound name 


MS 


class 


5 


3307 


cis-4-[(4-methylqulnolin-2-yl)amino]-N-{(1 R)-1 -[3-(trifluoromethyl)phenyl] 
ethyljcyclohexanecarboxamide 


456.3 (M + H) 


1 




3308 


cis-N-{(1 S)-1 -(44)romophenyl)ethylH^4-(dimethylamino)-5-methylpyrimidin- 
2-yl]amino}cyclohexanecarboxamide 


460 (M + H) 


1 


10 


3309 


cis-N^tlSVI^.S-blsttrlffuoromethyOphenylJe^lH-K^-methylqulnolin^-yl) 
amino]cyclohexanecarboxamide 


524.2 (M + H) 


2 




3310 


cis-4-[(4-methylquinolin-2-yl)amino]-N-{(1 R)-1-[4-(trifluoromethoxy)phenyl] 
ethyl}cyclohexanecarboxamide 


472.4 (M + H) 


3 


15 


3311 


cis-N^(1R)-1-(2-fluorophenyl)ethyl]-4-[{4-methylquinolin-2-yl)amino] 
cyclohexanecarboxamide 


406.2 (M + H) 


3 ! 




3312 


cis-N-{(1 S)-1 -(2-fluorophenyl)ethyQ-4-{(4-methylquinolin-2-yl)amino] 
cyclohexanecarboxamide 


406.3 (M + H) 


1 


20 


3313 


cis-4-[(4-methylquinolin-2-yl)amino]-N-{(1 R)-1-[2-(trffluoromethyl)phenyl] 
ethyl]cyclohexanecarboxamide 


456.2 (M + H) 


2 




3314 


cis^[(4HTiethytquinolin-2-yl)amino]-N^(1S)-1-[2-(trifluoromethyl)phenyl] 
ethyl}cyclohexanecartooxamide 


456.3 (M + H) 


1 


25 


3315 


cis^-[(4^ethytquinolln-2-yl)amino]-N-{(1S)-1-[3-(trlf!uoromethyl)phen 
ethyl}cyclohexanecarboxamide 


456 (M + H) 


1 




3316 


frans-2-(4-chloropheny^)-N-(cis-4^[4-(dimethylamino)-5-methylpyrimidin-2-yl] 
amino}cyclohexyl)-cydopropanecarboxamide 


428.4 (M + H) 


1 


30 


3317 


f/ans-2-(3-chlorophenyl)-N-(cis^[4-(dimethylamino)-5-methy!p)yrimidin- 
2-yl]amino!}cydohexyl)-cyclopropanecarboxamide 


428 (M + H) 


1 




3318 


f/ans-2-(3 l 4-dffluorophenyl)-N-(cls-4-{(4-(dimethylamino)-5-methylpyrimidin- 
2-yl]amino}cyclohexyl)-cyclopropanecarboxamide 


430.2 (M + H) 


1 


35 


3319 


frans-2-(3 l 4-dichlorophenyl)-N-(ds^[4-(dimethylamino)-5-me%lpyrimidin- 
2-yl]amino}cyclohexyl)-cydopropanecarboxamide 


462.3 (M + H) 


1 




3320 


frans-2-[3,5-bis(trifluoromethyl)phenyl]-N-(cis-4-{[4-(dimethylamino)- 
5-methylpyrimidin-2-yl]amino}cyclohexyl)-cyc!opropanecarboxamide 


530.2 (M + H) 


1 


40 


3321 


N-(cis-4-{[4-(dimethyIamino)-5-methylpyrimidin-2-yl]amjno}cyclohexyl) 
-N'-(2-methoxyphenyl)urea 


399.3 (M + H) 


2 




3322 


N-(cis-4-{[4-(dimethylamjno)-5-methylpyrimidin-2-yl]amjno}cyclohexyl) 
-IM'-(3-methoxyphenyl)urea 


3993 (M + H) 


3 


45 


3323 


N-(3 t 4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin- 
2-yl]amino}cyclohexyl)urea 


429.4 (M + H) 


1 


3324 


N-(cis-4-{[4-(dimethyiamino)-5-methylpyrimidin-2-yl]amtno}cyclohexyl) 
-N'-(2-fluorophenyl)urea 


387.5 (M+H) 


2 


50 


3325 


N-(cis-4-{[4-(dimethylamino)-5-methyIpyrimidin-2-yt]amino}cyclohexyl) 
-N'-(3-fluorophenyl)urea 


387.4 (M + H) 


2 


3326 


N-(cls-4-{[4-(dimethylamino)-5-methylpyrimjdin-2-yl]amino}cyclohexyl) 
-N'-{4-fluorophenyf)urea 


387.4 (M + H) 


1 


55 


3327 


N-(3 > 4^ifluorophenyl)-N'-(cis^-{[4-(dlmethylamino)-5-methylpyrimidin-2-yl] 
amino)cyclohexyOurea 


405.3 (M + H) 


2 


3328 


N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
-N43-(trifluoromethyl)pheny0urea 


437.3 (M+H) 
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Ex. No. 


compound name 


MS 


class 


3329 


N-(cte-4-{[4-(dimethylamlno)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
-N44-(trifluoromethyl)phenyl] urea 


437.2 (M + H) 




3330 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
-N42-(tiifluoromethoxy)phenyl]urea 


453.1 (M + H) 


1 


3331 


N-tS^hloro^luorophenyO-N'^cis^^-fdlmethylamlnoJ-S-methylpyilmidln- 
2-yl]amino}cyclohexyf)urea 


421 .1 (M + H) 


2 


3332 


N-(cls-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]aniino}cyclohexyl) 
-N44-fluoro-3-(trifluoromethyl)-phenyl]urea 


455,3 (M + H) 




3333 


N-(4^hlorophenyl)-N , -(cis-4-{[4-(dimethylamino)-5-methylpyrlmidin-2-yl] 
amino}cyclohexyl)urea 


403.2 (M + H) 


2 


3334 


N-IS^-bisftrifluoromethylJphenyll-N'-tcls^^^dimethylamino)- 
5-methylpyrimidin-2-yl]amino}cyclohexyl)urea 


505.3 (M + H) 


2 


3335 


N-(4-bromophenyl)-N'-(cls-4-{[4-(dimethylamino)-5-methylpyrimidin-2-ylJ 
amino}cyclohexyl)urea 


447.1 (M + H) 


1 


3336 


N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amlno}cyclohexyl) 
-N'-(2-methylphenyl)urea 


383.2 (M + H) 


2 


3337 


N-tS^-dichlorophenylJ-N'-tcis^-l^-fdimethylaminoJ-S-methylpyrimldin^-yl] 
amino}cyclohexyl)urea 


437.3 (M + H) 


2 


3338 


N-(2,4-dichlorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl] 
amino)}cyclohexyl)urea 


437.3 (M + H) 


2 


3339 


N-(3,5-dichlorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-y0 
amino}cyclohexyl)urea 


437.3 (M + H) 


2 


3340 


N-tS-chlorophenylJ-N'-tcis^-f^fdimethylaminoJ-S-methylpyrimidin^-yl] 
amino}cyclohexyl)urea 


403.4 (M + H) 




3341 


N^enzyl-N'-tds^^-tdimethylaminoJ-S-methylpyrimidin^-yllamino} 
cyclohexyl)urea 


383.5 (M + H) 


2 


3342 


N-^.S^IichlorophenyO-N^cis^-f^-^^ 
amino}cyclohexyl)urea 


437.3 (M + H) 


2 


3343 


N-(2 , 3-dichlorophenyl)-N l -(cls-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl] 
amino}cyclohexyl)urea 


437.3 (M + H) 


3 


3344 


N^-chloro-e^trifluoromethyOphenylJ-N'-fcis^-^-tdimethylamino)- 
5-methylpyrimidin-2-yl]amino}cyclohexyl)urea 


471.3 (M + H) 


3 


3345 


N-(cis-4-{[4-(dimethylamino)-5-methy!pyrimidin-2-yl]arnino}cyclohexyl) 
-N , -(2,4,6-trichlorophenyl)urea 


471 .3 (M + H) 


1 


3346 


N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
-N-(2-fluorophenyl)-N-methylurea 


401 .2 (M + H) 


3 


3347 


N-(2^hlorophenyl)-N'-(cis-4-{[4-^ 
amino}cyclohexyl)-N-methylurea 


417.1 (M + H) 


2 


3348 


N^^^ichlorophenylJ-N'^cis^-^-tdjmethylaminoJ-S-methylpyrimidin^-yl] 
amino}cyclohexyl)-N-methylurea 


451.2 (M + H) 


1 


3349 


N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N- 
ethyNN-{2-(trifluoromethoxy)-phenyl]urea 


481.3 (M + H) 


2 


3350 


N'-Ccis^^^dimethylaminoJ-S-methylpyrimidin^-yOaminolcyclohexyO-N- 
ethyl-N-phenylurea 


397.1 (M + H) 


1 
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Ex. No, 


compound name 


MS 


class 


3351 


N'^cis^^^-ldimethylaminoJ-S-methylpyrimidin^-ylJaminoJcyclohexyO-N- 
ethyl-N-[4-(trifluoromethoxy)-phenyQurea 


481.1 (M + H) 


1 


3352 


N'^cis^^^dimethylaminoJ-S-methylpyrimidin^-yllaminoJcyclohexyO-N- 
methyl-N-[2-(trlfluoromethoxy)-phenyl]urea 


467.2 (M + H) 


1 


3353 


N-(4-chlorophenyl)-N , -(cls-4-{[4-(dimethylamino)-5-methylpyrlmidin-2-yl] 
amino}cyclohexyt)-N-ethylurea 


431.3 (M + H) 


1 


3354 


N^.S-bisttrifluoromethyOphenylJ-N'^cis^^-tdimethylamlno)- 
5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-ethylurea 


533.1 (M + H) 


1 


3355 


N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N- 
ethyl-N-(3-methylphenyl)urea 


411.3 (M + H) 


1 


3356 


N-(cis-4-{t4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2^ 
[1 -methyl-3-(trifluoromethyl)-1 H-pyrazol-5-yl]oxy}acetamide 


456.4 (M + H) 


1 


3357 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-{ 
[6-(tnfluoromethyl)pyrimidin-4-yl]oxy acetamide 


454.2 (M + H) 


3 


3358 


2 > 2-difluoro-N-(cis^[4-methyl-6-(methylamino)pyrimidin-2-yl]amino} 
cyc!ohexyl)-1,3-ben2odloxole-5-carboxamide 


420.5 (M + H) 




3359 


4-chloro-N-(cis^[4-methyl-6-(methylamlno)pyrimidln-2-y0amino} 
cycIohexyl)-3-(trifluoromethyl)benzamide 


442.1 (M + H) 




| 3360 


2-(3 f 4-dich!orophenoxy)-N-(cis-4-{[4-methyl-6-(methylamjno)pyrimidin-2-yl] 
amino}cyclohexyl)acetamide 


438.3 (M + H) 


1 ! 


3361 


N-(cis-4-{[5-methyl-4-(methylamino)pyrimidin-2-yQamino}-cyclohexyl)-2-{ 
(2-(trifluoromethyl)pyrimidin-4-yl]oxy}-acetamide 


440.3 (M + H) 




3362 


N-(cis-4-{[5-methyl-4-(methylamino)pyrimidin-2-yl]amino}-cyclohexyl)-2-{ 
[1-methyl-3-(trifluoramethyl)-1 H-pyrazol-5-yl]oxy} acetamido 


442.5 (M + H) 


3 


3363 


N-(cis-4-{[5-methyl-4-(methylamino)pyrimidin-2-yl]amino}-cyclohexyl)-2-{ 
[6-(trifluoromethyl)pyrimidin-4-yGoxy]acetamide 


440.3 (M + H) 


3 


3364 


N-(cis-4-{[5-methyl-4-(methylamino)pyrimidin-2-yl]amino}<7clohexyl)-2-{ 
[1 -methyl-5-(trifluoromethyl)-1 H-pyrazol-3-yl]oxy) acetamide 


442.4 (M + H) 


3 


3365 


N-(cis-4-{(5-methyl-4-(methylamino)pyrimidin-2-yl]amino}-cyclohexyl)-2-{ 
[3-(trifluoromethyl)-1H-pyrazol-5-yl]oxy}-acetamide 


428.2 (M + H) 




3366 


3,4-difluoro-N-(cis^[(4-methylquinolin-2-yl)methyl]amino}cyciohexyl) 
benzamide 


410.3 (M + H) 


3 


3367 


3-chloro-N-(cis^[(4-methylquinolin-2-yl)methyl]amino}cyclohexyl) 
benzamide 


408.3 (M + H) 




3368 


N-(cis-44[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-[(4-fluorophenyl)sulfonyQnicotinamide 


513.5 (M + H) 


2 


3369 


2-[(2^hloropheny0sulfonyl]-N-(cis-4^[4-(dime%lamino)-6-methylpyrimidin- 
2-yf]amlno}cyclohexyl)nlcotinamide 


513.5 (M + H) 


2 


3370 


2-[(3^hloropheny0sulfonyl]-N-(cis-4^[4-(dlmethylamino)-6-methylpyrimjdin- 
2-yl]amino}cyclohexyl)nicotinamide 


529.1 (M + H) 


2 


3371 


2-[(4<hloropheny0sulfonyl]-N-(cis-4^[4-(dlmethylamino)-6-methylpyrimidin- 
2-yl]amino}cyclohexyl)nlcotinamide 


529.1 (M + H) 


3 


3372 


2-[(2-bromophenyl)sulfony1]-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidjn- 
2-yl]amjno}cyclohexyl)nicotinamide 


573.3 (M + H) 


3 
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compound name 


MS 


class 


3373 


2-[(3•bromophenyl)su^fonyl]-N-(cis-4^[4-(dimethylamino)-6-3373 
methylpyrimidin-2-yl]amino}cyclohexyl)nicotinamide 


575.4 (M + H) 


2 


3374 


2-[(4-bromophenyl)sulfonyl]-N-(cis-4^[4-(d^methylamino)-6-methylpyrimidin- 
2-yt]amino)cyclohexyl)nicotinamide 


573.2 (M + H) 


3 


3375 


N-(cte^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-[(2-methylphenyl)sulfonyl]nteotinamide 


509.5 (M + H) 


2 


3376 


N-(cis^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyc!ohexyl)- 
2-[(3-methylphenyl)sutfonyl]nicotinamide 


509.5 (M + H) 


3 


3377 


N-(cis^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-[(4-methylphenyi)sulfonyl]nicotinamide 


509.5 (M + H) 


2 


3378 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyciohexyl)- 
2-[(2-methoxyphenyl)sulfonyl]-nicotinamide 


525.3 (M + H) 


3 


3379 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyi)- 
2-[(3-methoxyphenyl)sulfonyl]-nicotinamide 


525.3 (M + H) 


3 


3380 


N-(cis-44[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-[(4-methoxyphenyl)sulfonyl]-nlcotinamide 


525.3 (M + H) 


3 


3381 


N-(cis^(4-(dimethylamino)-6-methyipyrimidin-2-yGamino}cyclohexyl)-2-{ 
[2-(trifluoromethyl)phenyl]-sulfonyl}nicotinamide 


563.4 (M + H) 


3 


3382 


N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexy0-4-(trifluoromethoxy) 
benzamide 


444.4 (M + H) 


1 



Example 3383 

4^hloro-AHcJ^(4<llmethylamlno^4nrt fluoro-benzamide 
hydrochloride 

Step A: Synthesis of 4^loro-W^c/s-4^4^lmethy!amlno^ 
benzamide hydrochloride. 

[0933] To a solution of A^-(c/s-4-amino-cyclohexyl)-6,/V*,A^-trimethyl-pyrimidine-2,4-diamine obtained in step A of 
example 3127 (300 mg) in DMF (3 mL) were added 4-chloro-3-fluoro-benzoic acid (252 mg), Et 3 N (0.42 mL), HOBt- 
H 2 0 (276 mg), and EDC-HCI (277 mg). The reaction mixture was stirred at ambient temperature for 1 day. The reaction 
mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). 
The combined organic layer was dried over MgS0 4 , filtered, concentrated under reduced pressure, and purified by 
medium-pressure liquid chromatography (NH-silica gel, 15% to 60% EtOAc in hexane). The solution of the above 
purified material in EtOAc (5 mL) was added 4 M hydrogen chloride in EtOAc (10 mL). The mixture was stirred at 
ambient temperature for 1 hr and concentrated. The residue was suspended in E^O (20 mL) and the suspension was 
stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, washed with Et 2 0, and dried at 80 
°C under reduced pressure to give 4^hloro-AKc^-(4-dimethylamino-6-methyl-pyrimidin-2-ylamino)-cyclohexyO- 
3-fluoro-benzamjde hydrochloride (335 mg) as a white solid. 

ESI MS m/e 406, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 6 1 .64-2.01 (m, 8 H), 2.35 (s, 3 H), 3.14 (s, 3H), 3.26 (s, 3 
H), 4.02-4.31 (m, 2 H), 5.74 (s, 1 H), 6.84-6.96 (m, 1 H), 7.40-7.49 (m, 1 H), 7.53-7.60 (m, 1 H), 7.69 (dd, J= 9.7, 1 .9 
Hz, 1 H), 8.48-8.65 (m, 1 H), 12.93-13.08 (m, 1 H). 
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Example 3384 

3^hloro-/*[cte^(4sJlmethylamln^ 
hydrochloride 

Step A: Synthesis of 3K*loro-AHc/^4<llmethylamlno^ 
benzamlde hydrochloride. 

[0934] Using the procedure for the step A of example 3383, the title compound was obtained. 
ESI MS m/e 406, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1.64-2.05 (m, 8 H), 2.36 (s, 3 H), 3.15 (s, 3 H), 3.26 (s, 
3 H), 4.01-4.30 (m, 2 H), 5.75 (s, 1 H), 6.45-6.54 (m, 1 H), 7.17-7.23 (m, 1 H), 7.40-7.47 (m, 1 H), 7.57-7.61 (m, 1 H), 
8.60-8.71 (m, 1 H), 13.07-13.19 (m, 1H). 

Example 3385 

AKc/s^4-Dlmethylamlno-6-methyl-pyrimM 
hydrochloride 

Step A: Synthesis of AHc/s^4-dlmethylamlno^methyl-pyrimld^ 
benzamlde hydrochloride. 

[0935] Using the procedure for the step A of example 3383, the title compound was obtained. 

ESI MS m/e 408, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1.62-2.01 (m, 8 H), 2.36 (s, 3 H), 3.14 (s, 3 H), 3.26 (s f 

3 H), 4.00-4.32 (m, 2 H), 5.75 (s, 1 H), 6.70-6.81 (m, 1 H), 7.47-7.59 (m, 2 H), 8.54-8.66 (m, 1 H), 12.92-13.08 (m f 1 H). 

Example 3386 

3^h!oro^fluoro-^[c/s-4-(5-methyM-^ 
hydrochloride 

Step A: Synthesis of (2-chloro-5-methyl-pyrimidin-4-yf)-methyl-amlne. 

[0936] To the solution of 2 f 4-dichloro-5-methylpyrimidine (5.00 g) in THF (50 mL) were added iPr 2 NEt (6.4 mL) and 
40% aqueous MeNH 2 (4.78 mL). The mixture was stirred at ambient temperature for 12 hr and concentrated under 
reduced pressure. To the residue was added saturated aqueous NaHC0 3 and the aqueous layer was extracted with 
CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by medium- 
pressure liquid chromatography (NH-silica gel, 9% to 20% EtOAc in hexane) to give (2-chloro-5-methyl-pyrimidin^-yl)- 
methyl-amine (3.55 g) as a white solid. 

ESI MS m/e 408, M + H+; 1 H NMR (300 MHz, CDCI3) S 2.01 (d, J= 0.8 Hz, 3 H), 3.07 (d, J= 5.0 Hz, 3 H), 4.89-5.06 
(m, 1 H), 7.79 (s, 1 H). 

Step B: Synthesis of 3-chloro-4-f luoro-/^[c/s-^(5-methyh4-methylamino-pyrimldln-2-ylamino)-cyclohexyl]- 
benzamlde hydrochloride. 

[0937] Using the procedure for the step B of example 3228, the title compound was obtained. 

ESI MS m/e 392, M (free) + H + ; 1 H NMR (300 MHz, DMSO-de) 8 1 .64-1 .98 (m, 1 H), 2.94 (d, J= 4.5 Hz, 3 H), 3.80-4.08 

(m, 2 H), 7.48-7.67 (m, 2 H), 7.87-7.95 (m, 1 H), 8.08-8.51 (m, 4 H), 11 .95-12.03 (m, 1 H). 

Example 3387 

4-Chloro-AHcfe-4-(4KJlmethylam^ 
hydrochloride 

Step A: Synthesis of 4-chloro-/^c/s«4-(4^imethylamino^ 
benzamlde hydrochloride. 

[0938] To a solution of A^(c/s-4-amino-<^clohexyO-5,M,M-trimethyl-pyrimidine-2,4-diamine obtained in step C of 
example 3119 (250 mg) in DMF (4 mL) were added 4<hloro-3-f!uoro-benzoic acid (209 mg), EtjN (0.36 mL), HOBt- 
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H 2 0 (230 mg), and EDC-HCI (230 mg). The reaction mixture was stirred at ambient temperature for 16 hr. The reaction 
mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). 
TTie combined organic iayer was dried over MgS0 4 , filtered, concentrated under reduced pressure, and purified by 
medium-pressure liquid chromatography (NH-silica gel, 20% to 40% EtOAc in hexane). The solution of the above 
purified material in EtOAc (10 mL) was added 4 M hydrogen chloride in EtOAc (0.5 mL). The mixture was stirred at 
ambient temperature for 1 hr and concentrated. The residue was suspended in Et 2 0 (1 0 mL) and the suspension was 
stirred at ambient temperature for 4 hr. The precipitate was collected by filtration, washed with E^O and dried at 80 
°C under reduced pressure to give 4K:hloro-AKc^-(4^imethylamino-5HTiethyl-pyrimidin-2-ylamino)-cyclohexylJ- 
3-fluoro-benzamide hydrochloride (208 mg) as a white solid. 

ESI MS m/e 406, M (free) + H + ; 1 H NMR (300 MHz, CDCy 6 1 .65-2.00 (m, 8 H), 2.26 (s, 3 H), 3.31 (s, 6 H), 3.98-4.27 
(m, 2 H), 6.53-6.72 (m, 1 H), 7.20-7.27 (m, 1 H), 7.41-7.59 (m, 2 H), 7.64-7.73 (m, 1 H), 8.53-8.73 (m, 1 H), 12.76-12.95 
(m f 1 H). 

Example 3388 

3-Chloro-A4c^4-(4-dlmethylamlno-^ 
hydrochloride 

Step A: Synthesis of 3^loro-AHc/s4^4-dlmethylamta^ 
benzamlde hydrochloride. 

[0939] Using the procedure for the step A of example 3387, the title compound was obtained. 

ESI MS m/e 406, M (free) + H+; 'H NMR (300 MHz, CDCI3) 5 1 .64-2.01 (m, 8 H), 2.26 (s, 3 H), 3.30 (s, 6 H), 4.02-4.25 

(m, 2 H), 7.02-7.28 (m, 3 H), 7.46-7.53 (m, 1 H), 7.63-7.68 (m, 1 H), 8.48-8.60 (m, 1 H) ( 12.70-12.84 (m, 1 H). 

Example 3389 

/^c/s^-(4-Dlmethylamlno-5-methy^ 
hydrochloride 

Step A: Synthesis of W-[cfs-4-(4-dlmethylamlno-5-methyl-pyrlmidln-2-ylamlno)-cyclohexylJ-3,4,5-trlf luoro- 
benzamlde hydrochloride. 

[0940] Using the procedure for the step A of example 3387, the title compound was obtained. 

ESI MS m/e 408, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1 .60-2.02 (m, 8 H), 2.26 (s, 3 H), 3.31 (s, 6 H), 4.01 -4.26 

(m, 2 H), 6.65-6.76 (m, 1 H), 7.21-7.29 (m, 1 H), 7.48-7.60 (m, 2 H), 8.57-8.69 (m, 1 H), 12.73-12.91 (m, 1 H). 

Example 3390 

AHc/s^(4-Dimethylamlno-5-methy^^ 

Step A: Synthesis of AKc/s^4<limethylamino-5-methyl-pyrimidin-2-ylamlno)-cyclohexylh3 > 5-dlfluoro- 
benzamide hydrochloride. 

[0941] Using the procedure for the step D of example 3119, the title compound was obtained. 

ESI MS m/e 390, M (free) + H+; 1H NMR (300 MHz, CDCI3) 8 1 .61 -2.06 (m, 8 H), 2.26 (s, 3 H), 3.31 (s, 6 H) 4 01-4 29 

(m, 2 H), 6.55-6.70 (m, 1 H), 6.84-7.01 (m, 1 H), 7.18-7.43 (m, 3 H), 8.54-8.71 (m, 1 H), 12.77-12.97 (m, 1 H). 

Example 3391 

2K3ADmuoioi>henyl)-^[c/s^(4^^ 
hydrochloride 

Step A: Synthesis of 2K3,4^muoro^henylhAH^4-(4^Imethyta^^ 
cyclohexyQ-acetamlde hydrochloride. 

[0942] Using the procedure for the step A of example 3387, the title compound was obtained. 

ESI MS m/e 404, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1 .57-1 .94 (m, 8 H), 2.24 (s, 3 H), 3.29 (s, 6 H), 3.47 (s, 
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2 H). 3.80-3.97 (m, 1 H), 4.05-4.18 (m, 1 H), 6.01-6.15 (m, 1 H), 6.95-7.28 (m, 4 H), 8.46-8.86 (m, 1 H), 12.81-13.01 
(m, 1 H). 

Example 3392 

AHe/^4-Amino-5-methy^yrimUln-2^ 

Step A: Synthesis of 2-chloro-5-methyl-pyrlrnldln-4-ylamlne. 

[0943] To the solution of 2,4-dichloro-5-methylpyrimidine (1 .00 g) in IPA (2 mL) was added 28% aqueous NH 3 (2 
mL) The mixture was heated in a microwave synthesizer at 120-C for 20 min. To the mixture was added saturated 
aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-siltoa gel. 20% 
to 50% EtOAc in hexane) to give 2-chloro-5-methyl-pyrimidin-4-ylamine (151 mg) as a white solid. 
ESI MS m/e 143, M+; 1 H NMR (300 MHz. DMSO-de) 8 1 .94 (s, 3 H). 7.81 (s, 1 H). 

Step B: Synthesis of N{e/s^(4*mlno-5-rnethy^rimW!n^ 
benzamlde hydrochloride. 

[0944] Using the procedure for the step B of example 3228, the title compound was obtained. 
ESI MS m/e 378 M (free) + H+; ^H NMR (300 MHz, DMSO-de) 8 1 .63-1 .94 (m, 8 H). 1 .91 (s. 3 H). 3.79-4.00 (m. 2 H). 
7.52 (t. J = 8.9 Hz. 1 H). 7.63-7.70 (m. 1 H). 7.78-7.99 (m. 2 H), 8.07-8.13 (m. 1 H). 8.28-8.48 (m. 1 H). 11.86-11.96 
(m. 1 H). 

Example 3393 

2K3,4-DtehlorcHphenoxy)-AHc/s^4^lme^ 
hydrochloride 

Step A: Synthesis of 2K3,4Kllchloro-phenoxyh/^c<s^(4-dlmethylamlno-pyrlmldln-2.ylamlno)-cyclohexylh 
acetamide hydrochloride. 

[09451 Using the procedure for the step A of example 31 98, the title compound was obtained. 
ESI MS m/e 438. M (free)* ; 'H NMR (300 MHz. CDCI3) 8 1.59-2.03 (m. 8 H). 3.17 (s. 3 H), 3.27 (s. 3 H). 3.88-4.08 
(m 1 H) 4.11-4.25 (m, 1 H). 4.43 (s. 2 H). 5.96 (d. J= 7.5 Hz, 1 H), 6.66-6.79 (m, 1 H). 6.88 (dd. J= 8.9.3.0 Hz. 1 H). 
7.10 (d. J= 3.0 Hz. 1 H). 7.37 (d. J= 8.9 Hz. 1 H). 7.43-7.53 (m. 1 H). 8.69-8.83 (m, 1 H), 13.21 (brs. 1 H). 

Example 3394 

N^e/s^*Dlmrthylamlno-pyrlmWln-2-ytamino)^ 
hydrochloride 

Step A: Synthesis of /^c/s^4^lmethylamlno-pyrimldln-2-ylamlno)^clohexyl]-2-(3-rnethoxy-phenoxy)- 
acetamide hydrochloride. 

[0946] Using the procedure for the step A of example 31 98, the title compound was obtained. 
ESI MS m/e 400, M (free) + H*; ^H NMR (300 MHz, CDCI3) 8 1.63-2.03 (m, 8 H). 3.16 (s. 3 H), 3.27 (s. 3 H), 3.82 (s. 
3 H). 3.92-4.08 (m, 1 H). 4.09-4.23 (m. 1 H). 4.45 (s. 2 H). 5.96 (d. J= 7.3 Hz. 1 H). 6.47-6.64 (m. 3 H). 6.75-6.90 (m. 
1 H), 7.14-7.25 (m. 1 H). 7.40-7.56 (m. 1 H). 8.62-8.79 (m. 1 H), 13.29 (brs. 1 H). 
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Example 3395 

AHcfe4^4-Dimethylamino-pyrimidln-2^ 
dihydrochlorlde 

5 

Step A: Synthesis of ^c/s^4^lmethylamlno-pyrimldln-2-ylamino)-cy^ 
acetamlde dlhydrochlorlde. 

[0947] Using the procedure for the step A of example 31 98, the title compound was obtained. 
10 ESI MS m/e 397, M (free) + H+ ; 'H NMR (300 MHz, DMSO-d6) 5 1 .09 (t, J= 7.0 Hz, 3 H), 1.41-1 .87 (m, 8 H), 3.14 (s, 
3 H), 3.18 (s, 3 H), 3.43 (q, J= 7.0 Hz, 2 H), 3.60-3.80 (m, 1 H), 3.82-4.01 (m, 3H), 6.36 (d, J= 7.5 Hz, 1 H), 6.57-6.80 
(m, 3 H), 7.06-7.28 (m, 2 H), 7.72-8.05 (m, 2 H), 8.20-8.42 (m, 1 H), 12.19 (brs, 1 H). 

Example 3396 

15 

5-Chtoro-A^[c/s-4-(4-fTiethyl-quinolin-2-ylamino>-cyclohexyl]-nicot!namtde 

Step A: Synthesis of 5-bromo-W-[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyll-nlcotlnamlde. 

20 [0948] To a solution of A/-(c/s-4-methyl-quinolin-2-yl)-cyclohexane-1 ,4-diamine obtained in step A of example 3070 
(5.00 g) in DMF (50 mL) were added 5-bromo-nicotinic acid (4.74 g), Et 3 N (6.55 mL), HOBt-H 2 0 (4.50 g), and EDC-HCI 
(4.51 g). The reaction mixture was stirred at ambient temperature for 16 hr. The reaction mixture was poured into 
saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic 
layer was dried over MgS0 4 , filtered, concentrated under reduced pressure, and purified by medium-pressure liquid 

25 chromatography (NH-silica gel, 20% to 40% EtOAc in hexane) to give 5-bromo-AHc^4-(4-methyl-quinolin-2-ylamino)- 
cyclohexyQ-nicotinamide (9.81 g) as a white solid. 

ESI MS m/e 439, M + H + ; 1 H NMR (300 MHz, CDCI3) 6 1 .67-2.84 (m, 8 H), 2.58 (s, 3 H), 4.07-4.24 (m, 2 H), 4.72-4.83 
(m, 1 H), 6.11-6.20 (m, 1 H), 6.52 (s, 1 H), 7.20-7.28 (m, 1 H), 7.49-7.81 (m, 3 H), 8.23-8.29 (m, 1 H), 8.79 (d, J= 2.3 
Hz, 1H), 8.86 (d, J= 1.9 Hz, 1 H). 

30 

Step B: Synthesis of 5-amino-A^[c/s-4-(4-methyl-quinolln*2-ylamino)-cyclohexyl]-nicotinamide. 

[0949] To the solution of 5-bromo-/V-[c/s-4-(4-methyl-qulnolin-2-ylamino)-cyclohexyl]-nicotinamide (6.00 g) in EtOH 
(40 mL) were added copper (2.17 g), cuprous chloride (3.37 g), and 28 % aqueous NH 3 (40.0 mL). The mixture was 

35 stirred at 1 80°C for 4 hr in a sealed tube. The mixture was filtrated through a pad of celite and the aqueous layer was 
extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated under 
reduced pressure, and purified by medium-pressure liquid chromatography (silica gel, 25% to 50% EtOAc in hexane) 
to give 5-amino-A/-[ds-4-(4-methyl-quinolin-2-ylamlno)-cyclohexyl]-nicotinamide (3.92 g) as a white solid. 
ESI MS m/e 376, M + H + ; 1 H NMR (300 MHz, CDCy 8 1 .66-2.04 (m, 8 H), 2.58 (s, 3 H), 3.88-4.24 (m, 4 H), 4.75-4.90 

40 (m, 1 H), 6.18-6.31 (m, 1 H), 6.52 (s, 1 H), 7.19-7.29 (m, 1 H), 7.39-7.44 (m, 1 H), 7.48-7.58 (m, 1 H), 7.62-7.70 (m, 1 
H), 7.73-7.80 (m, 1 H), 8.19 (d, J= 2.8 Hz, 1 H), 8.29 (d, J= 1.6 Hz, 1 H). 

Step C: Synthesis of 5-chloro-W-[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-nlcotlnamlde. 

45 [0950] A mixture of cone. HCI (1 .33 mL) and NaN0 2 (1 37.8 mg) was stirred at 70 °C for 1 0 min and cooled to ambient 
temperature. To the reaction mixture was added a solution of 5-amino-A/-[c/s-4-(4-methyl-quinolin-2-y!amino)-cy- 
clohexyQ-nicotinamide (500 mg) in AcOH (45 mL) and the mixture was stirred at ambient temperature for 30 min. To 
the reaction mixture was added a solution of CuCI (460.8 mg) in cone. HCI (3.0 mL) and the mixture was stirred at 80 
°C for 6 hr. The reaction mixture was alkalized with 1M aqueous NaOH and the aqueous layer was extracted with 

so CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by flash 
chromatography (NH-silica gel, 20% EtOAc in hexane and silica gel, 2% MeOH in CHCy to give 5-chloro-AHcfe- 
4-(4-methyl-quinolin-2-ylamino)-cyclohexy0-nicotinamide (52.3 mg) as a yellow solid. 

ESI MS m/e 395, M (free) + H+ ; 1 H NMR (300 MHz, CDCy 5 1 .65-2.03 (m, 8 H), 2.57 (s, 3 H), 4.03-4.29 (m, 2 H) t 
5.05 (brs, 1 H), 6.33-6.44 (m, 1 H), 6.53 (s, 1 H), 7.19-7.28 (m, 1 H), 7.48-7.56 (m, 1 H) f 7.61-7.67 (m f 1 H), 7.73-7.79 
55 (m, 1 H), 8.08-8.13 (m, 1 H), 8.66 (d, J= 2.3 Hz, 1 H), 8.83 (d, J= 1 .9 Hz, 1 H). 
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with 0.5 m! PBS and 0.45 ml of assay medium is added containing inositol-free/serum free media 10p,M pargyline 10 
mM lithium chloride or 0.4 ml of assay medium and 50 ul of 1 0x ketanserln (ket) to final concentration of 1 0jiM. The 
cells are then incubated for 30 mln at 37°C. The cells are then washed with 0.5 ml PBS and 200 ul of fresh/ice cold 
stop solution (1M KOH; 18 mM Na-borate; 3.8 mM EDTA) is added/well. The solution is kept on ice for 5-10 min or 

5 until cells were lysed and then neutralized by 200 \i\ of fresh/ice cold neutralization sol. (7.5 % HCL). The lysate is then 
transferred into 1 .5 ml eppendorf tubes and 1 ml of chloroform/methanol (1 :2) is added/tube. The solution is vortexed 
for 15 sec and the upper phase is applied to a Biorad AG1-X8™ anion exchange resin (100-200 mesh). Firstly, the 
resin is washed with water at 1 :1 .25 W/V and 0.9 ml of upper phase is loaded onto the column. The column is washed 
with 10 mis of 5 mM myo-inositol and 10 ml of 5 mM Na-borate/60mM Na-formate. The inositol tris phosphates are 

10 eluted Into scintillation vials containing 10 ml of scintillation cocktail with 2 ml of 0.1 M formic acid/ 1 M ammonium 
formate. The columns are regenerated by washing with 10 ml of 0.1 M formic acid/3M ammonium formate and rinsed 
twice with H 2 0 and stored at 4°C in water. 

Ex&mple 3400 

15 

High Throughput Functions)! Screening: FLIPR™ 

[0954] Subsequently, a functional based assay was used to confirm the lead hits, referred to as FLIPR™ (the Fluor- 
ometric Imaging Plate Reader) and FDSS6000™ (Functional Drug Screening System). This assay utilized a non- 
20 endogenous, constitutively active version of the MCH receptor. 

[0955] The FLIPR and FDSS assays are able to detect intracellular Ca 2+ concentration in cells, which can be utilized 
to assess receptor activation and determine whether a candidate compound is an, for example, antagonist, inverse 
agonist or agonist to a Gq-coupled receptor. The concentration of free Ca 2+ in the cytosol of any cell is extremely low, 
whereas its concentration in the extracellular fluid and endoplasmic reticulum (ER) is very high. Thus, there is a large 
25 gradient tending to drive Ca 2+ into the cytosol across both the plasma membrane and ER. The FLIPR™ and 
FDSS6000™ 1 systems (Molecular Devices Corporation, HAMAMATSU Photonics K.K.) are designed to perform func- 
tional cell-based assays, such as the measurement of intracellular calcium for high-throughput screening. The meas- 
urement of fluorescent is associated with calcium release upon activation of the Gq-coupled receptors. Gi or Go coupled 
receptors are not as easily monitored through the FLIPR™ and FDSS6000™ systems because these G proteins do 
30 not couple with calcium signal pathways. 

[0953] Fluorometric Imaging Plate Reader system was used to allow for rapid, kinetic measurements of intracellular 
fluorescence in 96 well microplates (or 384 well micropiates). Simultaneous measurements of fluorescence in all wells 
can be made by FLIPR or FDSS6000™ every second with high sensitivity and precision. These systems are ideal for 
measuring cell-based functional assays such as monitoring the intracellular calcium fluxes that occur within seconds 
35 after activation of the Gq coupled receptor. 

[0957] Briefly, the cells are seeded into 96 well at 5.5x1 0 4 cells/well with complete culture media (Dulbecco's Modified 
Eagle Medium with 1 0 % fetal bovine serum, 2 mM L-glutamine, 1 mM sodium pyruvate and 0.5 mg/ml G41 8, pH7.4) 
for the assay next day. On the day of assay, the media is removed and the cells are incubated with 100 \l\ of loading 
buffer (4 jiM Fluo4-AM in complete culture media containing 2.5 mM Probenicid, 0.5 mg/ml and 0.2% bovine serum 
40 albumin) in 5% C0 2 incubator at 37°C for 1 hr. The loading buffer is removed, and the cells are washed with wash 
buffer (Hank's Balanced Salt Solution containing 2.5 mM Probenicid, 20 mM HEPES, 0.5 mg/ml and 0.2% bovine 
serum albumin, pH 7.4)). One hundred fifty \l\ of wash buffer containing various concentrations of test compound is 
added to the cells, and the cells are incubated in 5% C0 2 incubator at 37°C for 30 min. Fifty \i\ of wash buffer containing 
various concentration of MCH are added to each well, and transient changes in [Ca 2+ ]i evoked by MCH are monitored 
45 using the FLIPR or FDSS in 96 well plates at Ex. 488 nm and Em. 530 nm for 290 second. When antagonist activity 
of compound is tested, 50 nM of MCH is used. 

[0958] Use of FLIPR™ and FDSS6000™ can be accomplished by following manufacturer's instruction (Molecular 
Device Corporation and HAMAMATSU Photonics K.K.). 
[0959] Representative examples are shown below. 

50 



Compound No. 


IC 50 (nM) 


Example 7 
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Example 15 
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Example 2524 


2.1 
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(continued) 



Compound No. 


ICsofnM) 


Example 2526 


7.6 



[0960] The results were shown on the tables in the Examples section and the table in the next page in accordance 
with the classification as defined below. 



Class 1 : The value of percent of control at 10" 7 M was less than 40% or the value of ICso was less than 50 nM. 
Class 2 : The value of percent of control at 10* 7 M was from 40% to 60% or the value of IC^ was from 50 nM to 
200 nM. 

Class 3 : The value of percent of control at 1 0 7 M was more than 60% or the value of IC^ was more than 200 nM. 

[0961] The compounds in Examples 2497 to 2542, 2588 to 2689, and 3241 to 3259 were tested and they showed 
ICgo activities less than about 50 jiM. 
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3150 



3196 



class 



3384 



_7_ 
8 



2_ 
1 



3059 



3060 



3061 



3062 



3105 



3151 



3197 



3106 



3385 



3152 



3198 



3107 



3153 



3386 



3199 



3108 



3387 



3063 



3064 



3109 



3110 



3154 



3200 



3388 



3155 



3201 



3389 



3156 



3202 



3390 



3065 



3111 



3157 



3203 



3391 



10 



11 



12 



3066 



3112 



3158 



3067 



3204 



3113 



3392 



3159 



3068 



3114 



3160 



3069 



3115 



3161 



3205 



3393 



3206 



3207 



3394 



3395 



13 
14 



3070 



3071 



3116 



3162 



3208 



3117 



3396 



3163 



3209 



3397 



15 



3072 



3118 



3164 



3210 



3398 



16 



17 



18 



19 



3031 



3032 



3033 



3034 



3035 



3036 



3037 



3038 



3039 



3040 



3041 



3042 



3043 



3044 



3045 
3046 



3047 



3048 



3049 



3050 
3051 



3052 



3053 



3054 



3055 



3056 



3057 



3073 



3119 



3165 



3074 



3075 



3076 



3077 



3078 



3120 



3166 



3121 



3167 



3122 



3168 



3123 



3079 



3080 



3124 



3125 



3126 



3081 



3082 



3083 



3084 



3085 



3086 



3087 



3088 



3089 



3127 



3128 



3169 



3170 



3171 



3172 



3173 



3174 



3129 



3130 



3131 



3132 



3133 



3175 



3211 



3212 



3213 



3214 



3215 



3216 



3217 



3218 



3219 



3176 



3177 



2 



3178 



3134 



3135 



3090 



3136 



3091 



3137 



3092 



3138 



3093 



1 | 3094 



3139 



3179 



3180 



3181 



3182 



3183 



3184 



1 



1 



3140 



3095 



3141 



3096 



3097 



1 3098 
1 I 3099 



1 



1 



3100 



3101 



3102 



3103 



3142 



3143 



3185 
3186 
3187 



3188 



3144 



3145 



3146 



3147 



3148 



3149 



3189 



3190 



3191 



3192 



3193 



3194 



3195 



3220 



3221 



3222 



3223 



3224 



3225 



3226 



3227 



3228 



3229 



3230 



3231 



3232 



3233 



3234 



3235 



3236 



3237 



3238 



3239 



3240 



3383 
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Example 3401 
Receptor Binding Assay 

5 [0962] In addition to the methods described herein, another means for evaluating a test compound is by determining 
binding affinities to the MCH receptor. This type of assay generally requires a radiolabelled iigand to the MCH receptor. 
Absent the use of known ligands for the MCH receptor and radiolabels thereof, compounds of Formula (I) can be 
labelled with a radioisotope and used in an assay for evaluating the affinity of a test compound to the MCH receptor. 
[0963] A radiolabelled MCH compound of Formula (I) can be used in a screening assay to identify/evaluate com- 

10 pounds. In general terms, a newly synthesized or identified compound (i.e., test compound) can be evaluated for its 
ability to reduce binding of the "radiolabelled compound of Formula (l) M to the MCH receptor. Accordingly, the ability 
to compete with the "radio-labelled compound of Formula (I)" or Radiolabelled MCH Ligand for the binding to the MCH 
receptor directly correlates to its binding affinity of the test compound to the MCH receptor. 

15 ASSAY PROTOCOL FOR DETERMINING RECEPTOR BINDING FOR MCH: 

A. MCH RECEPTOR PREPARATION 

[0964] 293 cells (human kidney, ATCC), transiently transfected with 10 ug human MCH receptor and 60 ui Lipo- 
ma fectamine (per 15-cm dish), are grown in the dish for 24 hours (75% confluency) with a media change and removed 
with 10 ml/dish of Hepes-EDTA buffer (20mM Hepes +10 mM EDTA, pH 7.4). The cells are then centrifuged in a 
Beckman Coulter centrifuge for 20 minutes, 17,000 rpm (JA-25.50 rotor). Subsequently, the pellet is resuspended in 
20 mM Hepes + 1 mM EDTA, pH 7.4 and homogenized with a 50-mt Dounce homogenizer and again centrifuged. After 
removing the supernatant, the pellets can be stored at -80°C, until used in binding assay. When used in the assay, 
25 membranes are thawed on ice for 20 minutes and then 10 mL of incubation buffer (20 mM Hepes, 1 mM MgCI 2 ,1 00 
mM NaCI, pH 7.4) added. The membranes are then vortexed to resuspend the crude membrane pellet and homoge- 
nized with a Brinkmann PT-3100 Polytron homogenizer for 15 seconds at setting 6. The concentration of membrane 
protein is determined using the BRL Bradford protein assay. 

30 B. BINDING ASSAY 

[0965] For total binding, a total volume of SQ\i\ of appropriately diluted membranes (diluted in assay buffer containing 
50mM Tris HCI (pH 7.4), 10mM MgCfe, and 1mM EDTA; 5-50ug protein) is added to 96-well polyproylene microtiter 
plates followed by addition of 100jtl of assay buffer and 50ul of Radiolabelled MCH Ligand. For nonspecific binding, 
35 50 ul of assay buffer is added instead of 100ul and an additional 50ul of 10uM cold MCH is added before 50ul of 
Radiolabelled MCH Ligand is added. Plates are then Incubated at room temperature for 60-120 minutes. The binding 
reaction is terminated by filtering assay plates through a Microplate Devices GF/C Unifilter filtration plate with a Branded 
96-well plate harvestor followed by washing with cold 50 mM Tris HCI, pH 7.4 containing 0.9% NaCI. Then, the bottom 
of the filtration plate are sealed, 50 u.l of Optiphase Supermix is added to each well, the top of the plates are sealed, 
and plates are counted in a Trilux MicroBeta scintillation counter. For compound competition studies, instead of adding 
1 00 uJ of assay buffer, 1 00 uJ of appropriately diluted test compound Is added to appropriate wells followed by addition 
of 50 u.1 of Radiolabelled MCH Ligand. 

C. CALCULATIONS 

45 

[0966] The test compounds are initially assayed at 1 and 0.1 jiM and then at a range of concentrations chosen such 
that the middle dose would cause about 50% inhibition of a Radiolabelled MCH Ligand binding (i.e., IC^). Specific 
binding in the absence of test compound (B Q ) is the difference of total binding (Bj) minus non-specific binding (NSB) 
and similarly specific binding (in the presence of test compound) (B) is the difference of displacement binding (Bq) 
so minus non-specific binding (NSB). ICgo is determined from an inhibition response curve, logit-log plot of % B/B Q vs 
concentration of test compound. 

[0967] K, is calculated by the Cheng and Prustoff transformation: 

55 K^ICm/O+M/Kd) 

wherein [L] is the concentration of a Radiolabelled MCH Ugand used in the assay and Kq is the dissociation 
constant of a Radiolabelled MCH Ligand determined independently under the same binding conditions. 
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[0968] It is intended that each of the patents, applications, printed publications, and other published documents 
mentioned or referred to In this specification be herein incorporated by reference In their entirety. 
[0969] Those skilled in the art will appreciate that numerous changes and modifications may be made to the preferred 
embodiments of the invention and that such changes and modifications may be made without departing from the spirit 
of the invention. It is therefore intended that the appended claims cover all such equivalent variations as fall within the 
true spirit and scope of the invention. 



Claims 

1 . A compound of Formula (I): 




(n) (ui) (iv) 

Rj is selected from the group consisting of: 
(i) Cue alkyl, and 

Cms alkyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• oxo, 

• C^s alkoxy, 

• C^g alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• carbocyclic aryl, 
•• heterocyclyl, and 
•• heterocyclyl substituted by alkyl, 

• C^s alkylcarbonyloxy, 

• carbocyclyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• hydroxy, 

•• carboxy, 

•• carbamoyl, 

•• nitro, 

•• cyano, 

•• amino, 

•• carbocyclic aryl, 
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•• carbocyclic aryl substituted by C t . 5 alkoxy, 
•• C^j alkoxy, 

C^g alkoxy substituted by halogen, 
alkyl, and 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, 
~ carboxy, 

••• 0X0, 

••• mono-C,^ alkylamino, 

••• di-C,,^ alkylamino, 

••• mono-C^g alkylamino substituted by carbocyclic aryl, 

•~ dhC^s alkylamino substituted by carbocyclic aryl, 

mono-C^g alkylamino substituted by halogenated carbocyclic aryl, 

»• di-0^5 alkylamino substituted by halogenated carbocyclic aryl, 

•~ carbocyclic aryicarbonylamino, and 

••• carbocyclic aryicarbonylamino substituted by halogen, 

heterocyclyfoxy, 

heterocyclyloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 

carboxy, 
*• carbamoyl, 
•• nitro, 

cyano, 
•• amino, 

carbocyclic aryl, 

carbocyclic aryl substituted by C^ s alkoxy, 
C V5 alkoxy, 

C^s alkoxy substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, and 
••• carboxy, 

C V5 alkyl, and 

•• C 1 . 5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
••• hydroxy, and 
••• carboxy, 

substituted heterocyclyl-ethylideneaminooxy, 
C^alkoxycarbonyl, 

C 1-5 alkoxycarbonyl substituted by carbocyclic aryl, 
mono-C^g alkylaminocarbonyl, 
di-C^j alkylaminocarbonyl, 
mono-C^s alkylamino, 

mono-C t . 5 alkylamino substituted by substituent(s) independently selected from, the group consisting of: 

cyano, 
•• carbocyclic aryl, and 
•• heterocyclyl, 

di-C^g alkylamino, 
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di-C^s alkylamino substituted by substituent(s) independently selected from the group consisting of: 
•» cyano, 

•• carbocyclic aryl, and 
•• heterocyclyl, 

mono-carbocycllc arylamino, 

mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group consist- 
ing of: 

•• halogen, 
•• hydroxy, 

carboxy, 
•• carbamoyl, 
•• nitro, 
■• cyano, 
•• amino, 

carbocyclic aryl, 
•• carbocyclic aryl substituted by C^. s alkoxy, 
•• C^s alkoxy, 

•• C^a alkoxy substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy.and 
••• carboxy, 

C^g alkyl, and 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, and 
••• carboxy, 

di-carbocyclic arylamino, 

di-carbocyclic arylamino substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

■• hydroxy, 

•• carboxy, 

•• carbamoyl, 

•• nltro, 

•• cyano, 

•• amino, 

•• carbocyclic aryl, 

•• carbocyclic aryl substituted by C M alkoxy, 

•• C^g alkoxy, 

- C^g alkoxy substituted by substrtuent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, and 
••• carboxy, 

C t . 5 alkyl, and 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 

— hydroxy, and 

— carboxy, 
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mono-heterocyclylamino, 

mono-heterocyclylamino substituted by substituent(s) independently selected from the group consisting 
of: 

halogen, 

hydroxy, 
•• carboxy, 
•• carbamoyl, 
•• nltro, 
•• cyano, 
•• amino, 
— carbocyclic aryl, 

•• carbocyclic aryl substituted by C^. 5 alkoxy, 
~ C^s alkoxy, 

~ 0^5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, and 
••• carboxy, 

•• 0^5 alkyl, and 

~ C 1 . 5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, and 
carboxy, 

di-heterocyclylamino, 

di-heterocyclylamino substituted by substituent(s) independently selected from the group consisting of: 

" halogen, 
•• hydroxy, 

carboxy, 
•• carbamoyl, 
•• nitro, 

cyano, 

amino, 
•• carbocyclic aryl, 

carbocyclic aryl substituted by C V5 alkoxy, 
alkoxy, 

•• C M alkoxy substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, and 
••• carboxy, 

•• C^g alkyl, and 

C 1-a aikyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, and 
••• carboxy, 

c i-s alkylcarbonylamino, 

C 1 . 5 alkylcarbonylamino substituted by substituent(s) independently selected from the group consisting of: 

C^s alkylcarbonylamino, 
•• carbocyclic arylcarbonylamino, and 
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heterocyclyl, 

alkoxycarbonylamino, 
carbocyclic arylcarbonylamino, 
heterocyclyl carbonylamino, 
carbocyclic arylsulf onylamino, 

carbocyclic arylsulfonylamlno substituted by substltuent(s) Independently selected from the group con- 
sisting of: 

•• nitro, 

- C^s alkyl, 

mono-C 1a5 alkylamino, and 
di-C^g alkylamino, 

C t . 5 alkylthio, 

C^g alkylthio substituted by substituent(s) independently selected from the group consisting of; 

•• mono-carbocycllc arylaminocarbonyl, 

•• mono-carbocyclic arylaminocarbonyl substituted by halogen, 

di-carbocyclic arylaminocarbonyl, 
•• di-carbocyclic arylaminocarbonyl substituted by halogen, 
•• mono-carbocyclic arylamino, 

mono-carbocyclic arylamino substituted by halogen, 
•• di-carbocyclic arylamino, 

— di-carbocyclic arylamino substituted by halogen, 
*• carbocyclic aryl, and 

•• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•~ halogen, and 
•~ C^alkoxy, 

carbocyclic arylthio, 

carbocyclic arylthio substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C^g alkyl, and 

•• alkyl substituted by halogen, 
carbocyclic arylsulfinyl, 

carbocyclic arylsulfinyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

~ C t . s alkyl, and 

C^g alkyl substituted by halogen, 

carbocyclic arylsulfonyl, 

carbocyclic arylsulfonyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• 0^5 alkyl, and 

•• alkyl substituted by halogen, 
heterocyclylthio, 

heterocyclylthio substituted by substituent(s) independently selected from the group consisting of: 

•• nitro, and 
alkyl, 
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C 3 ^ cycloalkyl, 

C 3-6 cycloalkyl substituted by alkyl, 
C^q cycloalkyl substituted by carbocyclic aryl, 
C 3 ^ cycloalkenyl, 
carbocyclyl, 

carbocyclyl substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, 
- C 1-5 alkyl, 

C^s alkoxy, 
•• C2.5 alkenyl, and 

•• alkenyl substituted by substltuent(s) independently selected from the group consisting of: 

••• carbocyclic aryl, and 

carbocyclic aryl substituted by C vs alkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substrtuent(s) independently selected from the group consisting of: 

halogen, 

hydroxy, 
•• carboxy, 
•• carbamoyl, 
•• cyano, 
•• nitro, 
•• amino, 

Cj. s alkylcarbonylamino, 
•• C^e cycloalkylcarbonylamino, 
- C,_ 5 alkyl, 

•• c i-5 a,k y' substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, 
••• carboxy, 
••• carbamoyl, 
•»• oxo, 

••• carbocyclic aryl, 

••• heterocyclyl, 

••• mono-carbocyclic arylamino, 

•~ di-carbocyclic arylamino, 

••• mono-carbocycllc arylamino substituted by substituent(s) independently selected from the group 
consisting of : 

halogen, 
•••• nitro, 
— C^g alkyl, 

C V5 alkoxy, and 
•••• C 1-5 alkoxy substituted by halogen, 

••• di-carbocyclic arylamino substituted by substituent(s) independently selected from the group con- 

halogen, 
•••• nitro, 

C U5 alkyl, 
•~ C us alkoxy, and 

^.5 alkoxy substituted by halogen, 
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M C 2 . 5 alkenyl, 
•• C^j alkoxy, 

•• C^s alkoxy substituted by substltuent(s) independently selected from the group consisting of: 

••• halogen, and 
••• carbocyclic aryl, 

carbocyclic aryloxy, 

C^s alkoxycarbonyl, 

C^g alkylcarbonyloxy, 

mono-C^ alkylamino, 
•• di-C 1 . 5 alkylamino, 
•• mono-carbocyclic arylamino, 

mono-carbocyclic arylamino substituted by halogen, 
•• di-carbocyclic arylamino, 
•• di-carbocyclic arylamino substituted by halogen, 
•• mono-carbocyclic arylaminocarbonyl, 

•• mono-carbocyclic arylaminocarbonyl substituted by substituent(s) selected from the group consisting 
of: 

••• halogen, 

~ nitro, 

— alkyl, 

••• C t . 5 alkoxy, and 

••• C^s alkoxy substituted by halogen, 

di-carbocyclic arylaminocarbonyl, 
~ di-carbocyclic arylaminocarbonyl substituted by substituent(s) selected from the group consisting of: 

••• halogen, 
••• nitro, 
••• C^salkyl, 
••• C^s alkoxy, and 

C t . 5 alkoxy substituted by halogen, 

•• mercapto, 

•• C^g alkylthio, 

•• 0^5 alkylthio substituted by halogen, 

~ C V5 alkylsutfonyl, 

•• c 3-e cycloalkyl, 

•• carbocyclic aryl, and 

•• heterocyclyl, 

heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

— halogen, 
•• hydroxy, 
•• carboxy, 

•• carbamoyl, 

•• cyano, 

•• nitro, 

•• amino, 

- C^s alkyl, 

•• alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, 
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carboxy, and 
••• carbamoyl, 

•• c i-5 al */l substituted by carbocyclic aryl, 

0^5 alkoxy, 
•• 0^5 alkoxy substituted by halogen, 
•• alkoxy substituted by carbocyclic aryl, 
•• carbocyclic aryl, and 
•• carbocyclic aryl substituted by halogen, 

(ii) C 2 . 6 alkenyl, and 

C 2 ^ alkenyl substituted by substltuent(s) independently selected from the group consisting of: 

• halogen, 

• oxo, 

• 0^5 alkoxy, 

• C^g alkoxy substituted by carbocyclic aryl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substftuent(s) independently selected from the group consisting of: 

•• halogen, 

hydroxy, 
•• nitro, 
- Chalky!, 

C^g alkyl substituted by halogen, 
alkoxy, and 

C^g alkoxy substituted by halogen, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• hydroxy, 
•• nitro, 

C^g alkyl, and 
•• C^s alkoxy, 

(iii) alkynyl, and 

C2. 5 alkynyl substituted by carbocyclic aryl, 

(iv) C3. 12 cycloalkyl, and 

C^ 2 cycloalkyl substituted by substltuent(s) independently selected from the group consisting of: 

• C,_ 5 alkyl, 

• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• hydroxy, 
•• oxo, and 
•• carbocyclic aryl, 

mono-C^s alkylamino, 

mono-C M alkylamino substituted by carbocyclic aryl, 
di-C<|„5 alkylamino, 

di-C^s alkylamino substituted by carbocyclic aryl, 
carbocyclic arylcarbonylamino, 
carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
■• C^s alkoxy, 
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•• alkyl, and 

•• C M alkyl substituted by halogen, 

(v) C 3-6 cycloalkenyl, and 

C M cycloalkenyl substituted by alkyl, 
(vl) carbocyclyl, and 

carbocyclyl substituted by substltutent(s) independently selected from the group consisting of: 

• hydroxy, and 

• nltro, 

(vli) carbocycllc aryl, and 

carbocycllc aryl substituted by substltuent(s) Independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• Cmo alkyl, 

• C M0 a,k y' substituted by substltuent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 
•• carboxy, 
•• carbamoyl, 
•• oxo, 
•• C^g alkoxy, 
•• carbocycllc aryloxy, 
•• mono-C^s aikylamino-N-oxy, 
•• di-C^g alkylamino-N-oxy, 
•• mono-C^j alkylamino, 
•• di-C^g alkylamino, 

•• mono-C^ alkylamino substituted by carbocyclic aryl, 

di-C^s alkylamino substituted by carbocyclic aryl, 
•• mono-carbocyclic arylamino, 
•• di-carbocyclic arylamino, 
•• carbocyclylimino, 

carbocyclylimino substituted by carbocyclic aryl, 

mono-carbocyclic arylamino, 

di-carbocyclic arylamino, 

mono-carbocyclic arylamino substituted by C 1-5 alkoxy, 
•• di-carbocyclic arylamino substituted by C,. 5 alkoxy, 
•• mono-carbocyclic arylaminocarbonyl, 
•• di-carbocyclic arylaminocarbonyl, 

•• mono-carbocyclic arylaminocarbonyl substituted by alkoxy, 
•• di-carbocyclic arylaminocarbonyl substituted by C,^ alkoxy, 
carbocyclic aryl, 

- carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

alkyl, and 
*• alkyl substituted by halogen, 

•• heterocyclyl, and 

heterocyclyl substituted by C A _ 5 alkyl, 

C 2 ^ alkenyl, 

C 2 _ 5 aJkenyl substituted by carbocyclic aryl, 
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alkoxy, 

alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• hydroxy, 

•• halogen, 

•• carboxy, 

•• mono-C^s alkylamlno, 

•• di-C 1 ^ alkylamlno, 

•• carbocyclic aryl, 

•• halogenated carbocyclic aryl, 

•• heterocyclyl, 

- heterocyclyl substituted by substltuent(s) independently selected from the group consisting of: 

■»• halogen, 

heterocyclyl, and 

— heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•~ halogen, 
C^g alkyl, and 

C^g alkyl substituted by halogen, 

C 2 . 5 alkenyloxy, 
C3.6 cycloalkoxy, 
C 1-5 alkylcarbonyloxy, 
carbocyclic aryloxy, 

carbocydic aryloxy substituted by substituent(s) Independently selected from the group consisting of: 

•• halogen, 

•• hydroxy, 

•• carboxy, 

•• carbamoyl, 

•• cyano, 

•• nitro, 

•• amino, 

- C M alkyl, 

- alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, 
••• carboxy, and 
— carbamoyl, 

•• C^g alkoxy, and 

•• C^s alkoxy substituted by halogen, 

heterocyclyloxy, 

heterocyclyloxy substituted by substrtuent(s) independently selected from the group consisting of: 

•• halogen, 

•• hydroxy, 

•• carboxy, 

•• carbamoyl, 

•• cyano, 

•• nrtro, 

•• amino, 

- alkyl, 

- q.5 alkyl substituted by substituent(s) independently selected from the group consisting of: 
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••• halogen, 
••• hydroxy, 
••• carboxy, and 
*• carbamoyl, 

alkoxy, and 
C^g alkoxy substituted by halogen, 

• (carbocycllc aryl)S(0) 2 0, 

• carboxy, 

• carbamoyl, 

• C 1 . 5 alkoxycarbonyl, 

• mono-C^ alkylaminocarbonyl, 

• di-C 1 _ 5 alkylaminocarbonyl, 

• mono-q . 5 alkylaminocarbonyl substituted by carbocyclic aryl, 

• di-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 

• mono-carbocyclic arylaminocarbonyl, 

• di-carbocyclic arylaminocarbonyl, 

• mono-carbocyclic arylaminocarbonyl substituted by alkyl, 

• di-carbocyclic arylaminocarbonyl substituted by C,. 5 alkyl, 

• amino, 

• mono-C 1 . 5 alkylamino, 

• di-C^ alkylamino, 

• mono-C^g alkylamino substituted by cyano, 

• di-C^g alkylamino substituted by cyano, 

• mono-carbocyclic arylamlno, 

• dl-carbocyclic arylamino, 

• C 1 _ 5 alkylcarbonylamino, 

• C3-6 cycloalkylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

• 0^5 alkoxycarbonylamino, 

• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted by C^g alkyl, 

• (carbocyclic aryl)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by C V5 alkoxy, 

• (carbocyclic aryl)NHC(0)NH substituted by haloganated C, 5 alkoxy, 

• carbocyclic aryl azo, 

• carbocyclic aryl azo substituted by mono-Cj.g alkylamino, 

• carbocyclic aryl azo substituted by di-C^ alkylamino, 

• C^g alkylthlo, 

• alkylthio substituted by halogen, 

• carbocyclic aiylthio, 

• carbocyclic arylthio substituted by substituentfs) independently selected from the group consisting of: 

•• halogen, 
•• nitro, 

cyano, and 
- C^g alkyl, 

• aminosulfonyl, 

• heterocyclylthio, 

• C^g alkylsulfonyl, 

• mono-C^g alkylaminosulfonyl, 

• di-Cj .5 alkylaminosulfonyl, 

• heterocyclylsulfonyl, 

• cycloalkyl, 

• C M cycloalkyl substituted by alkyl, 
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• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) Independently selected from the group consisting of: 
•• alkyl, and 

•• C,. 7 alkyl substituted by halogen, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

- q.j alkyl, 

carbocyclic aryl, and 
halogenated carbocyclic aryl, 

• C^s alkoxycarbonyl substituted by carbocyclic aryl, and 
(viii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• carboxy, 

• carbamoyl, 

• cyano, 

• nltro, 

• amino, 

> 0^5 alkyl, 

» C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• hydroxy, 

•• carboxy, 

•• carbamoyl, 

•• oxo, 

•• C-,.5 alkylcarbonyloxy, 

•• carbocyclic arylcarbonylamino, 

•• carbocyclic arylcarbonylamino substituted by halogen, 

■• C^g alkoxycarbonyl, 

•• C^s alkylthio, 

•• C^g alkylthio substituted by carbocyclic aryl, 

•• c i-5 alkylthio substituted by halogenated carbocyclic aryl, 

•• carbocyclic aryl, 

- carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

«• halogen, and 
nitro, 

•• heterocyclyl, and 

- heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
«• C,^ alkyl, and 

«• C^s alkyl substituted by halogen, 
alkoxy, 

alkoxy substituted by halogen, 
C^g alkoxy substituted by carbocyclic aryl, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of : 
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•• halogen, 
•• nltro, 
•• cyano, 

hydroxy, 
•• carboxy, 
•• carbamoyl, 
•• amino, 

- C,. 5 alkyl, 

- C im5 alkyl substituted by substltuent(s) independently selected from the group consisting of: 

••• halogen, 

••• hydroxy, 

••• carboxy, and 

••• carbamoyl, 

mono-C t . 5 alkylamino, 
•• di-C^j alkylamino, 
•• C^g alkylcarbonylamino, 
•• c 3-e cycloalkycarbonylamino, 

C M alkoxy, 

C M alkoxy substituted by halogen, 
•• cycloalkyl, 
C2.5 aikenyl, 

- C^alkynyl, 
carboxy, 

C^j alkoxycarbonyl, 
•• mono-C^s alkylaminocarbonyl, 
•• di-C^g alkylaminocarbonyl, 
•• mono-C 3 ^ cycloalkylaminocarbonyl, 
•• di-C^ cycloalkylaminocarbonyl, 
•• mono-C, . 5 alkylaminocarbonylamino, 
•• di-0^5 alkylaminocarbonylamino, 

mono-C 3 ^ cycloalkylaminocarbonylamino, 
•• di-C 3 ^ cycloalkylaminocarbonylamino, 

C^g alkylthlo, 

C M alkylthlo substituted by halogen, 
•• C,. 5 alkylsulfinyl, 

•• C M alkylsulfinyl substituted by halogen, 

•• C M alkylsulfonyl, and 

•• alkylsulfonyl substituted by halogen, 

heterocyclyloxy, 

heterocyclyloxy substituted by substrtuent(s) independently selected from the group consisting of: 

•• halogen, 

•• nltro, 

•• hydroxy, 

•• carboxy, 

•• carbamoyl, 

cyano, 

•• amino, 

- alkyl, 

- C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•~ hydroxy, 
••• carboxy, and 
— carbamoyl, 
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•• C^g alkoxy, and 

•• C,. 5 alkoxy substituted by halogen, 

• mono-C,. 5 alkylamino, 

• alkylamino, 

• mono-carbocyclic arylamino. 

• mono-carbocyclic arylamino substituted by halogen 

• C M alkylcarbonylamino, 9 ' 

• C M alkylthio, 

• C 2 . 5 alkenylthio, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by halogen 

• h ca «rss h,osutato,eab ' c, - 5a,ko ^^ 

• heterocyclylthio substituted by C, R alkvl 

• q.galkylsulfinyl, 15 ™ 

• C,. s alkylsulfonyl, 

• carbocyclic arylsulfinyl, 

•• halogen, 
- C M alkoxy, 

• c i-5 alkyl, and 

* c i-5 a'fcyl substituted by halogen, 
• C t . 5 alkoxycarbonyl, 

- halogen, 
•• nitro, 

- C M alkyl, 

- C M alkyl substituted by halogen, 
•* C1.5 alkoxy, and 

- C t , 5 alkoxy substituted by halogen, 

• heterocyclyl, and 

•• halogen, 
- alkyl, 

•• c i-s alkyl substituted by halogen, 
•• C t . g alkoxy, and 

alkoxycarbonyl; 

R2 is selected from the group consisting of: 

S^SiSSC^ "SZft"? substituted by ha «°^ * 5 

C alkoxy substituted by halogen. -NHNH 2 . N^ 

4-phenyl-piperazyl, 2> n,Nriooc . -NfR^KRa,). morpholino, 4-acetyl-piperazy| ( or 

(s) indepeSenrSJfSm S^SSSj ?* ° M CyC, ° a,ky1, °' C,s a,kyl substitute < "y substituent 
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• halogen, 

• hydroxy, 

• carboxy, 

• carbamoyl, 

• C^s alkoxy, 

• amino, 

• -NHBoc, 

• c 3-6 cycloalkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
0^5 alkyl, 
» C^s alkoxy, and 
- S0 2 NH 2l 

• heterocyclyl, and 

C 3 . 6 cycloalkyl, carbocyclic aryl, carbocyclic aryl substituted by substrtuent(s) independently selected from the 
group consisting of: 

• halogen, 

• C^s alkyl, 

• C t 4 alkoxy, and 

• a group of Formula (V): 



wherein Boc is carbamic acid tert-butyl ester and G is C^ 5 alkyl or C^ 5 alkyl substituted by substituent(s) inde- 
pendently selected from the group consisting of: 

• carbocyclic aryl, 

• halogenated carbocyclic aryl, and 

• carbocyclic aryl substituted by C V5 alkoxy; 

or Rg is methylamino or dlmethylamino when Q is Formula (II) and Y is a single bond or -CH 2 -; 
Each T is independently selected from the group consisting of halogen, hydroxy, carboxy, carbamoyl, amino, cyano, 
nitro, Cj.g alkyl, alkyl substituted by halogen, C^ s alkyl substituted by hydroxy, C^. 5 alkyl substituted by car- 
boxy, C^s alkyl substituted by carbamoyl, C 2 . 5 alkenyl, alkynyl, cycloalkyl, C v5 alkoxy, C V5 alkoxy sub- 
stituted by halogen, carbocyclic aryl, heterocyclyl, and -NKR^Ra,); 
pis 0,1, 2, 3,4or5; 

L is selected from the group consisting of Formulae (VI) to (XXI): 




(V) 




(VI) 



(vn) 



(vm) 
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F»3 | ] R4 R 3 I 1 FU 



(XII) 



(xm) 




y^*V^P^B^ Y^ A ^^ B ^ y"^^^''*^ 

(xvu) (xvm) pax) 




wherein R 3 and R 4 are independently hydrogen or C,. 5 alkyl; and A and B are independently a single bond, -CH 2 -, 
or-(CH 2 ) 2 -; 

and 
Y represents: 

(i) -C(0)NR 5 -, -C(S)NR 5 -, -C(0)0«, -S(0) 2 - ( -C(O)-, -C(S)-, a single bond, or -CH 2 - when L is selected from 
the group consisting of Formulae (VI) to (XIII); or 

(ii) -C(0)NR5-, -C(S)NR 5 -, -C(0)0- or-OC(O)- when L is selected from the group consisting of Formulae (XIV) 
to (XXI); 

wherein R 5 is hydrogen or C v5 alkyl, or when Y is -C(0)NR 5 - then R 5 and R 1 together with the nitrogen they are 
bonded form a heterocyclyl group; 

wherein carbocyclic aryl is phenyl, naphthyl, anthranyl, phenanthryl, or biphenyl; 

carbocyclyl is 1 0,11 -dihydro-5-oxo-dibenzo[a,d]cycloheptyl, 1 -oxo-indanyl, 7,7-dimethyl-2-oxo-bicyclo[2.2.1] 
heptyl, 9H-fluorenyl, 9-oxo-fluorenyl, acenaphthyl, anthraquinonyl, C-fluoren-9-ylidene, indanyl, indenyl, 
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1,2,3,4-tetrahydro-naphthyl, or bteyclo[2.2.1]heptenyl; 

heterocyclyl Is 1,2,3,4-tetrahydro-isoqulnolyl, 1 ,2,3-thiadlazolyl, 1,2,3-triazolyl, 1,2-dihydro-3-oxo-pyrazolyl, 
1,3,4-thiadiazolyl, 1 ,3-dioxo-isoindolyl, 1 ,3-dioxolanyl, 1H-indolyl, IH-pyrrolop.S-cJpyridyl, lAfpyrrolyl, 1-oxo-3H- 
isobenzofuranyl, 2,2\5 , ,2' , -teithiophenyl ( 2,2'-bithiophenyl, 2,3-dihydro-l-oxo-isoindolyl, 2,3-dihydro-benzo[1 ,4]di- 
oxinyl, 2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 2W-benzopyranyl, 2-oxo-benzopyranyl, 2-oxo-pyrro- 
lidinyl, 3,4-dihydro-2H-benzo[1,4]oxazinyl, SAdihydro^H-benzotbHMJdioxepinyl, 4Af benzo[1 ,3]dioxinyl, 4H- 
benzopyranyl, 4-oxo-1,5 ( 6,7-tetrahydro-indolyl, 4-oxo-3,4«dihydro-phthalazinyl, 4-oxo-benzopyranyl, 9,10,10-tri- 
oxo-thioxanthenyl, 9W-cartoazofyl, 9H-xanthenyl, azetidinyl, benzimidazotyl, benzo[1 ,3]dioxolyi, benzo[2,1,3]oxa- 
diazolyl, benzo[1 ,2,5]oxadiazolyl, benzofbjthienyl, benzofuryl, benzothiazolyl, cinnolyl, furyl, imidazo[2,1-b]thia- 
zolyi, imidazolyi, isoxazolyl, morpholino, morpholinyl, oxazolyl, oxolanyl, piperazyl, piperidyl, piridyl, pyrazo!o[5,1-b] 
thiazolyl, pyrazotyl, pyrazinyl, pyridyl, pyrimidyl, pyrrolidyl, quinolyl, quinoxalyt, thiazolidyl, thiazolyl, thienyl, thiola- 
nyl, 2,3-dihydro-benzofuryl, tetrahydro-thienyl, or benzof uranyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutical ly acceptable salt, hydrate, or solvate thereof. 

The compound according to claim 1 wherein R 1 is selected from the group consisting of: 
(0 Ci-8 a, kyl> and 

c i-8 a 'M substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• oxo, 

• C^g alkoxy, 

• alkoxy substituted by carbocyclic aryl, 

• C^s alkylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• nitro, 

•• C^j alkyl, and 
•• 0^5 alkoxy, 

• heterocyclyloxy, 

• heterocyelyloxy substituted by C^ 5 alkyl, 

• C t . 5 alkoxycarbonyl, 

• mono-C^s alkylaminocarbonyl, 

• di-C,. 5 alkylaminocarbonyl, 

• mono-C^s alkylamino, 

• mono-0^5 alkylamino substituted by cyano, 

• mono-Cj.5 alkylamino substituted by carbocyclic aryl, 

• di-C^g alkylamino, 

• di-C-i.5 alkylamino substituted by cyano, 

• di-Cj.5 alkylamino substituted by carbocyclic aryl, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• mono-carbocyclic arylamino substituted by C 15 alkyl, 

• di-carbocyclic arylamino, 

• di-carbocyclic arylamino substituted by halogen, 

• di-carbocyelic arylamino substituted by C.,. 5 alkyl, 

• C^s alkoxycarbonylamino, 

• carbocyclic arylcarbonylamino, 

• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted C V5 alkyl, 

• 0 U5 alkylthio, 

• alkylthio substituted by substituent(s) independently selected from the group consisting of: 
•• carbocyclic aryl, 
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~ carbocyclic aryl substituted by halogen, and 
- carbocyclic aryl substituted by C^ 5 alkoxy, 

• carbocyclic arylthio, 

• heterocyclylthio, 

• heterocyclylthio substituted by nitro, 

• heterocyclylthio substituted by C t . 5 alkyl, 

• C M cycloalkyl, 

• C 3 _e cycloalkenyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C^s alkyl, 

•• C«,. 5 alkoxy, 

•• C 2 . 5 alkenyl, and 

•• C2.5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

carbocyclic aryl, and 
«• carbocyclic aryl substituted by C 1( . 5 alkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

~ halogen, 
hydroxy, 
•• nitro, 
•• C 1>s alkyl, 

•• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 
••• oxo, 

«• carbocyclic aryl, and 
••• heterocyclyl, 

•• C 2 . 5 alkenyl, 

C V5 alkoxy, 
•• C t .5 alkoxy substituted by halogen, 
~ C^g alkoxy substituted by carbocyclic aryl, 
~ carbocyclic aryloxy, 
•• mono-carbocyclic arylaminocarbonyl, 

mono-carbocyclic arylaminocarbonyl substituted by halogen, 
•• di-carbocyclic arylaminocarbonyl, 
•• di-carbocyclic arylaminocarbonyl substituted by halogen, 
* carbocyclic aryl, and 

heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

C M alkyl, 

•» C M alkyl substituted by carbocyclic aryl, 
0^5 alkoxy, 

~ 0^5 alkoxy substituted by carbocyclic aryl, 

•• carbocyclic aryl, and 

•• carbocyclic aryl substituted by halogen, 

(ii) C 2 . 7 alkenyl, and 

C2.7 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
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• carbocyclic aryl, 

• carbocyclic aryl substituted by substltuent(s) Independently selected from the group consisting of: 

•• halogen, 
nitro, and 
alkoxy, 

(iil) alkynyl, and 

Cg.5 alkynyl substituted by carbocyclic aryl, 

(iv) C^ 2 cycloalkyl, and 

c 3-i2 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^g alkyl, 

• C^s alkyl substituted by oxo, 

• C^g alkyl substituted by carbocyclic aryl, and 

• carbocyclic aryl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) Independently selected from the group consisting of: 

halogen, 
hydroxy, 
cyano, 
nltro, 
carboxy, 
carbamoyl, 
C^o alkyl, 

Ct. 10 alkyl substituted by substituent(s) independently selected from the group consisting of: 

~ halogen, 
hydroxy, 

•• 0X0, 

•• carbocyclic aryloxy, 

•• carbocyclic aryl, and 

•• carbocyclic aryl substituted by C A . 5 alkyl, 

C^y alkoxy, 

C^y alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• carbocyclic aryl, and 
~ halogenated carbocyclic aryl, 

C2* alkenyloxy, 
C3-6 cycloalkoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by nitro, 
carbocyclic aryloxy substituted by C^. 5 alkoxy, 
C t . 5 alkoxycarbonyl, 
mono-C^s alkylaminocarbonyl, 
di-C^s alkylaminocarbonyl, 

mono-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 
di-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 
amino, 

mono-C^s alkylamino, 
di-C-,.5 alkylamino, 

mono-Ct.s alkylamino substituted by cyano, 
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• di-C^g alkylamino substituted by cyano, 

• C 2 . 5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocycllc aryl, 

• C t . 5 alkoxycarbonylamino, 

• (carbocycllc aryl)NHC(0)NH, 

• (carbocycllc aryl)NHC(0)NH substituted by C^.g alkoxy, 

• (carbocycllc aryl)NHC(0)NH substituted by haloganated alkoxy, 

• carbocycllc aryl azo, 

• carbocydic aryl azo substituted by mono-C^g alkylamino, 

• carbocydic aryl azo substituted by di-C^g alkylamino, 

• C^g alkylthio, 

• C^g alkylthio substituted by halogen, 

• carbocydic arylthio, 

• carbocydic arylthio substituted by nitre, 

• carbocydic arylthio substituted by cyano, 

• aminosulfonyl, 

• mono-C, . 5 alkylaminosulf ony I, 

• di-C-,.5 alkylaminosulfonyl, 

• heterocyclylsulfonyl, 

• C 3 ^ cycloalkyl, 

• C 3S cycloalkyl substituted by alkyl, 

• carbocycllc aryl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

C^g alkyl, 
•• carbocydic aryl, and 

halogenated carbocydic aryl, 

(vii) heterocyclyl, and 

heterocyclyl substituted by substltuent(s) independently selected from the group consisting of 

• halogen, 

• nitro, 

• amino, 

• hydroxy, 

• C^g alkyl, 

• alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

hydroxy, 
■• C^g alkylthio, 

C^s alkylthio substituted by carbocydic aryl, 

C t . 5 alkylthio substituted by halogenated carbocydic aryl, 

carbocydic aryl, 
- carbocydic aryl substituted by halogen, and 
•• heterocyclyl, 

• C^s alkoxy, 

• carbocydic aryloxy, 

• carbocydic aryloxy substituted by halogen, 

• carbocydic aryloxy substituted by C^g alkyl, 

• carbocydic aryloxy substituted by Cj.g alkoxy, 

• mono-C 1 , 5 alkylamino, 

• di-C^g alkylamino, 

• alkylthio, 

• C 2 -5 alkenytthio, 

• carbocydic arylthio, 
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• carbocydic arylthio substituted by alkoxycarbonyl, 

• alkylsulfonyl, 

• carbocydic arylsulfonyl, 

• carbocydic arylsulfonyl substituted by C^s alkyl, 

• alkoxycarbonyl, 

• alkoxycarbonyl substituted by carbocydic aryl, 

• carbocydic aryl, 

• carbocydic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
nitro, 
M C t . 5 alkyl, and 

•• C^s alkyl substituted by halogen, 

• heterocyclyl; 

wherein carbocydic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl Is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 9H-fluorenyl, 9-oxo-9Wluorenyl, ada- 
mantly, bicyclo[2.2.1lheptenyl, bicyclo[2.2.1]heptyl, indanyl, indenyl, ormenthyl; 

heterocyclyl is 1 ,2,3-triazolyl, IWndolyl, 1H-pyrrolyl, 2,3-dihydro-1-oxo-isoindolyl, 2,3-dihydro-benzo[1 ,4] 
dioxinyl, 2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 2H*enzopyranyl, 2-oxo-benzopyranyl, 3,4-dihydro- 
2Afbenzo[b][1 ( 4]dioxepinyl, 4,5,6,7-tetrahydro-benzo[b]thienyl, 4/fbenzo[1 ,3]dioxinyl, 4-oxo-1 ,5,6,7-tetrahydro- 
indolyl, 4-oxo-benzopyranyl, 9*fcarbazolyl, 9H-xanthenyl, azetidinyl, benzo[1 ,3]dioxoIyl, benzo[2,1 ,3]oxadiazolyl, 
benzo[1,2,5]oxadiazolyl, benzo[2,1,3]thiadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, fury], imidazo 
[2,1-blthiazolyl, imidazolyl, isoxazolyl, morpholino, morpholinyl, oxazolyl, phenanthro[9,10-d]oxazolyl, piperidyl, 
pyrazolyl, pyiidyl, pyrimidyl, quinolyl, quinoxalyl, tetrahydrofuryl, thiazolyl, orthienyl; and 

halogen isfluoro, chloro, bromo, or iodo; 
or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

The compound according to claim 2 wherein Q is Formula (II); 
R 1 is selected from the group consisting of: 

(i) C^s a'ty. 30(1 

alkyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• oxo, 

• C^alkoxy, 

• C^s alkoxy substituted by carbocydic aryl, 

• alkylcarbonyloxy, 

• carbocydic aryloxy, 

• carbocydic aryloxy substituted by halogen, 

• carbocydic aryloxy substituted by nitro, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by alkyl, 

• C^g alkoxycarbonyl, 

• mono-C t . 5 alkylaminocarbonyl, 

• di-C^g alkylaminocarbonyl, 

• mono-0,.5 alkylamino, 

• mono-Cj , 5 alkylamino substituted by cyano, 

• mono-C^ alkylamino substituted by carbocydic aryl, 

• di-C^s alkylamino, 

• di-C^g alkylamino substituted by cyano, 

• di-0,.5 alkylamino substituted by carbocydic aryl, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• alkoxycarbonylamino, 

• carbocydic arylcarbonylamino, 
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• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted alkyl, 

• 0^5 alkyfthio, 

• C t . 5 alkyithio substituted by substituent(s) independently selected from the group consisting of: 

carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 
carbocyclic aryl substituted by C t . 5 alkoxy, 

• carbocyclic arylthio, 

• heterocyclylthio, 

• heterocyciylthio substituted by C t . 5 alkyl, 

• C M cycloalkyl, 

• C^e cycloalkenyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

- halogen, 
Ct.5 alkyl, 

•• C^s alkoxy, 
C 2 . 5 alkenyl, and 

» C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
••• carbocyclic aryl, and 

— carbocyclic aryl substituted by alkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
nitro, 

Ct.5 alkyi, 

•• Ct. 5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• 0X0, 

carbocyclic aryl, and 
••• heterocyclyl, 

- C 2 . 5 alkenyl, 
Ct. 5 alkoxy, 

•• Ct. 5 alkoxy substituted by halogen, 

Ct. 5 alkoxy substituted by carbocyclic aryl, 

carbocyclic aryloxy, 
•• mono-carbocyclic arylaminocarbonyl, 
•• mono-carbocyclic arylaminocarbonyl substituted by halogen, 
•• di-carbocyclic arylaminocarbonyl, 

di-carbocyclic arylaminocarbonyl substituted by halogen, 

carbocyclic aryl, and 
•• heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

Ct. 5 alkyl, 

•• Ct. 5 alk y' substituted by carbocyclic aryl, 

- Ct. 5 alkoxy, 

•• Ct.5 alkoxy substituted by carbocyclic aryl, 
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carbocyclic aryl, and 
•• carbocyclic aryl substituted by halogen, 

(ii) C 2 _ 7 alkenyl, and 

C2.7 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• nitro, and 
•• C V5 alkoxy, 

(Hi) C2.5 alkynyl, and 

C2.5 alkynyl substituted by carbocyclic aryl, 

(iv) C^g cycloalkyl, and 

C3-6 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^g alkyl, 

• C 1a5 alkyl substituted by oxo, 

• C 1a5 alkyl substituted by carbocyclic aryl, and 

• carbocyclic aryl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• C 1a5 alkyl, 

• C^s alkyl substituted by substrtuent(s) independently selected from the group consisting of: 

•• halogen, 
oxo, 

~ carbocyclic aryloxy, 

•• carbocyclic aryl, and 

«► carbocyclic aryl substituted by C^s alkyl, 

• 0^5 alkoxy, 

• C 1a5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

— halogen, 

m carbocyclic aryl, and 

halogenated carbocyclic aryl, 

• C 2 . 5 alkenyloxy, 

• C3-6 cycloalkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C«,. 5 alkoxy, 

• 0^5 alkoxycarbonyt, 

• mono-C^g alkylaminocarbonyl, 

• di-G|. s alkylaminocarbonyl, 

• mono-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 

• di-C^.5 alkylaminocarbonyl substituted by carbocyclic aryl, 

• amino, 

• mono-C^g alkylamino, 
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• di-C^galkylamino, 

• mono-C 1 . 5 alkylami no substituted by cyano, 

• di-C^g alkylamino substituted by cyano, 

• C2-5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

• (carbocyclic aryi)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by alkoxy, 

• (carbocyclic aryl)NHC(0)NH substituted by haloganated C^. 5 alkoxy, 

• ^.5 alkylthio, 

• 0^5 alkylthio substituted by halogen, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by cyano, 

• mono-C 1 .5 alkylaminosutfonyl, 

• di-C^s alkylaminosutfonyl, and 

• carbocyclic aryl, 

(vii) heterocydyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C^g alkyl, 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

~ halogen, 

•• hydroxy, 

•• 0^5 alkylthio, 

•• 0^5 alkylthio substituted by carbocyclic aryl, 

0^5 alkyrthio substituted by halogenated carbocyclic aryl, 

m carbocyclic aryl, 

~ carbocyclic aryl substituted by halogen, and 

•• heterocyclyl, 

• alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C 1-5 alkyl, 

• C 1a5 alkylthio, 

• C^g alkenylthio, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by C v $ alkoxycarbonyl, 

• 0^5 atkylsulfonyl, 

• carbocyclic arytsulfonyl, 

• carbocyclic arytsulfonyl substituted by G,. 5 alky), 

• alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• nitro, 

•• C t _ 5 alkyl, and 

•• C^s alkyl substituted by halogen, 

• heterocyclyl; 

R2 is methylamino or dimethylamino when Y is a single bond or -CH 2 -; 
wherein carbocyclic aryl is phenyl, naphthyl, oranthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 9-oxo-9H-fluorenyl, bicyclo[2.2.1]hep- 
tyl, indenyl, ormenthyl; 
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heterocyclyl is 1,2,3-triazolyl, IH-Indolyl, tH-pyrrolyl, 2,3-dihydro-1-oxo-isoindolyl, 2,3-dihydro-benzo[1 ,4] 
dioxinyl, 2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 2H-benzopyranyl, 2-oxo-benzopyranyl, 3,4-dihydro- 
2W-benzo[b][1 ,4]dioxepinyl, 4-oxo-benzopyranyl, 9H-carbazolyl, 9tf-xanthenyl, azetldlnyl, benzo[1 ,3]dloxolyl, ben- 
zol, 1 ,3]oxadiazoly I, benzo[1 ,2,5]oxadiazolyl, benzo[b]thjenyi, benzofuryl, benzothlazolyl, fury!, imidazo[2,1-bJthi- 
azolyl, imldazolyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, quinolyl, quinoxalyl, thiazolyl, orthienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

The compound according to claim 3 wherein R 1 is selected from the group consisting of: 

(i) alkyl, and 

C 1-7 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• alkoxy, 

• C^s alkoxy substituted by carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• mono-C^s alkylamino, 

• mono-C^s alkylamino substituted by substituent(s) independently selected from the group consisting of: 

•• cyano, and 
carbocyclic aryl, 

• di-C^s alkylamino, 

• di-0^5 alkylamino substituted by substituent(s) independently selected from the group consisting of: 

•• cyano, and 
•• carbocyclic aryl, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted by C V5 alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substrtuent(s) independently selected from the group consisting of: 

•• halogen, 
•• nitro, 
- C^s alkyl, 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• oxo, and 

••• carbocyclic aryl, 

alkoxy, 

•• alkoxy substituted by halogen, 

• heterocyclyl, 

• heterocyclyl substituted by carbocyclic aryl, and 

• heterocyclyl substituted by halogen, 

(ii) C 2 . 7 alkenyl, and 

C 2 . 7 alkenyl substituted by substrtuent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by alkoxy, 

(Hi) C2.5 alkynyl, and 



481 



EP 1 464 335 A2 

C 2 . 5 alkynyl substituted by carbocyclic aryl, 
(<v) C&b cycloalkyl, and 

C M cycloalkyl substituted by substltuent(s) independently selected from the group consisting of: 

• C t . s alkyl, and 

• C,. 5 alkyl substituted by carbocyclic aryl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of; 

• halogen, 

• hydroxy, 

• cyano, 

• Ci. 5 alkyl, 

• 0^5 alkyl substituted by halogen, 

• C^g alkoxy, 

• C t . 5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
•• carbocyclic aryl, 

carbocyclic aryl substituted by halogen, 

• C 2 . 5 alkenyloxy, 

• mono-0^5 alkylamino, 

• di-C,. 5 alkylamino, 

• mono-0^5 alkylamino substituted by cyano, 

• di-C^s alkylamino substituted by cyano, 

• Cj.5 alkylthio, and 

• C^s alkylthio substituted by halogen, 

(vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C V5 alkyl, 

• alkyl substituted by substituent(s) Independently selected from the group consisting of: 

•• hydroxy, and 
•• carbocyclic aryl, 

• alkoxy, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by C^ 5 alkoxycarbonyl, 

• 0^5 alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
C M alkyl, and 

alkyl substituted by halogen, 

L is Formula (VII); 

Y is a single bond or -CHg-; 

R 2 is methylamino or dimethylamino; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 1H-indolyl, 1 Af-pyrrolyl, 2,3-dihydro-benzo[1,4]dioxinyl, 4-oxo-benzopyranyl, 9Afcarba- 
zolyt, azetidinyl, benzo[1 ,3ldioxotyl, benzo[b]thienyl, furyf, imidazo[2, 1-bJthiazolyi, pyrazolyl, pyridyl, orthienyl; 
and 
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halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

The compound according to claim 4 wherein p is 0; R 3 and R 4 are hydrogen; A is a single bond or -CH 2 -; and B 
is a single bond or -CH 2 -; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

The compound according to claim 5 wherein R-j is selected from the group consisting of: 

(i) C^g alkyl, and 

C 1-5 alkyl substituted by substltuent(s) independently selected from the group consisting of: 

• mono-Cj.5 alkylamino, 

• mono-Cj.5 alkylamino substituted by cyano, 

• di-0^5 alkylamino, 

• di-C^ alkylamino substituted by cyano, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
0^5 alkoxy, 

• heterocyclyl, and 

• heterocyclyl substituted by carbocyclic aryl, 

(ii) C 2 . 5 alkenyl, and 

Cg.5 alkenyl substituted by carbocyclic aryl, 
(lii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• 0^5 alkoxy, 

• C^s alkoxy substituted by halogen, and 

• C 2 . 5 alkenyloxy, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• q.5 alkyl substituted by carbocyclic aryl, 

• C^g alkoxy, and 

• C^alkoxycarbonyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 1H-indolyl, azetidinyl, or benzo[1,3]dioxolyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

The compound according to claim 1 selected from the group consisting of: 

ethyl 4,6-dich!oro-34[(cis^-fl4^ 
2-carboxylate; 
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34{2-[(c/s4^[4-(dimethylamino)quinolin-2-yOamino}cycto 
N 4 ,N 4 -dimethyi-N 2 -(c^ 

N2^cls^-({I1-(diphenylmethyl)azetldin-3-yOmethyl}amino)cyclo 

N 2 -(cis^-{[(2,6^imethoxybenzyl)amino^ 

N 2 -(cis^-{[(2-ethoxybenzy0amino^ 

N2^ cis ^{[(4^ethoxy-1-naphthyl)m^ 

4-bromo-2-({[(cls^[4-(dlmeth^ 

phenol; 

N 2^ cis ^-(fl(5^romo-1H-indol-3-yl)m^ 

N2-(cis^-{[(5-bromo-2,4-dimethoxybenzyl)amino]me%l}cyclohexyl)-N 4 
^.(cis^p^jphenylprop^^ 

N 4 ,N 4 -dimemyl-N 2 -(cls^{[(2 I 4 t 64rimethoxybenzy0amino]methyl}^clohe^ 
N 2 -(cls^{[(2,5^iethoxyb8nzyl)amino]methy0cyclohexyl)-N 4 1 N 4 -dimethylquin 

N 2 -(cis^-{[(2,4^iethoxybenzy0amM 

N 2.(cjs-4-{[(3,5^ibromo-2-methoxybenzyl)amino]methyl}cyclohexy 
N 4 N 4 -dimemyl-N2-(cis^H[^ 

N 4 !N 4 -dimethyl-N 2 -(cis^(2 I 4,54rimethoxybenzy0amino]methyl}^cto 

N 2 ^cls-4-({[2-(allyloxy)benzyl]amino}methyl)cyclohexyQ-l^,N 4 ^ 

N^cis^fl^ethoxy-I.S-bera^^ 

amine; 

N 2^ cte -4-(4*romo-24rifluoromethoxy-b^ 
N 2 4cls-4-(4*romo-24rifluoromethoxy-benzyl)^^ 

N 2 ^4-[2-(4-bromo-24rlfluoromethoxy-phenyl)^thylamino]-cyclohexyl}-N 4 ^ethy 
N4^ e thyl-l^ds^-[(24rffluorom 

N 2 ^ciSHH(4^romo-2-trifl^ 
N 2 ^cis^-[(4-bromo-24rifluoromethoxy-benzy0^^ 

amine; 

N 4 t N 4 -dimethyl-NMcis^-[(24rifluoromethoxy-benzyl)amino-methyl]^clohexyO 
cis-N-^.S-dimethoxybenzyO-N^ and 
cis-N-(3,5-dichlorobenzyl)-NS4-^^ 

or a pharmaceuticaiiy acceptable salt, hydrate, or solvate thereof. 
8. The compound according to claim 3 wherein R, is selected from the group consisting of: 
(i) C^g alkyl, and 

C^j alkyl substituted by substituent(s) independently selected from the group consisting of: 

hydroxy, 
oxo, 

C^s alkoxy, 

C^s alkoxy substituted by carbocyclic aryl, 
C^s alkytearbonyloxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
nitro, 
•• C t . 3 alkyl, 
•• C^g alkoxy, and 
» 0^5 alkoxy substituted by halogen, 



heterocyclyioxy, 

• heteroeyclyloxy substituted by Cj.g alkyl, 

• mono-C^s alkylaminocarbonyl, 

• dhC^s alkylaminocarbonyl, 
mono-C^s alkylamino, 
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di-Cj.5 alkylamino, 
mono-carbocyclic arylamino, 
di-carbocyclic arylamino, 

mono-carbocyclic arylamino substituted by halogen, 
di-carbocyclic arylamino substituted by halogen, 
carbocyclic arylcarbonylamino, 
C^s alkoxycarbonylamino, 
C^alkytthio, 

alkytthio substituted by substituent(s) independently selected from the group consisting of: 
carbocyclic aryl, and 

- carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of. 

«• halogen, and 
••• C v5 alkoxy, 

carbocyclic arylthio, 
heterocyclyfthio, 

heterocyclylthio substituted by C^s alkyi, 
C M cydoalkyl, 
C3-6 cydoalkenyl, 

carbocyclyl, ... 4 

carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

- halogen, 
•• C^s alkyi, 
•• C V5 alkoxy, 

C«« alkenyl, and . . 

- C^s alkenyl substituted by substituent(s) independently selected from the group consisting of: 

••• carbocyclic aryl, and 

carbocyclic aryl substituted by alkylsutfinyl, 

• carbocyclic aryl, . 

• carbocyclic aryl substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, 
•• hydroxy, 
nitro, 

•• C1.5 alkyi, . 

- alkyi substituted by substituent(s) independently selected from the group consisting of: 

••• 0X0, 

carbocyclic aryl, and 
— heterocyclyl, 

0^5 alkoxy, 

C^g alkoxy substituted by halogen, 
•• C^g alkoxy substituted by carbocyclic aryl, 

carbocyclic aryloxy, 

mono-carbocyclic arylaminocarbonyl, 
•• mono-carbocyclic arylaminocarbonyl substituted by halogen, 
* di-carbocyclic arylaminocarbonyl, 

di-carbocyclic arylaminocarbonyl substituted by halogen, 

- carbocyclic aryl, and 
heterocyclyl, 

• heterocyclyl, and 
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. heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

- alkyl, t 

- C^s alkyl substituted by carbocycllc aryl, 
C V5 alkoxy, 

C^s alkoxy substituted by carbocycllc aryl, 
carbocycllc aryl, and 
•• carbocycllc aryl substituted by halogen, 

00 ^C^S by substituent(s) independently selected from the group consisting of: 

! S!Sl!c Si substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
nitro, 

^3^S»s2bstltuted by substituent(s) independently selected from the group consisting of: 

• C alkyl 

• c\* alkylsubstituted by substituent(s) independently selected from the group consisting of: 

oxo, and 
•• carbocycllc aryl, and 

• carbocyclic aryl, 
(iv) carbocyclyl, 

(V> Ca *aS b y substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
cyano, 
nitro, 
carboxy, 
carbamoyl, 
C alkyl 

C* 5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
hydroxy, 

•• 0X0, 

•• caibocyclic aryloxy, 

•• caibocyclic aryl, and 

•• carbocyclic aryl substituted by alkyl, 

! c\* 2k!*y substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C^ 5 alkoxy, 

• C t ^ alkoxycarbonyl, 
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• mono-C^ . 5 alkylaminocarbonyl, 

• di-Cj.5 alkylaminocarbonyl, 

• mono-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 

• alkylaminocarbonyl substituted by carbocyclic aryl, 

• amino, 

• mono-C 1 .5 alkylamino, 

• dl-C^s alkylamino, 

• C 2 . 5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

• (carbocyclic aryl)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by C^g alkoxy, 

• (carbocyclic aryl)NHC(0)NH substituted by haioganated alkoxy, 

• alkylthio, 

• C t . 5 alkylthio substituted by halogen, 

• carbocyclic arytthio, 

• carbocyclic arytthio substituted by cyano, 

• mono-C V5 alkylaminosutfonyl, 

• di-^.5 alkylaminosutfonyl, and 

• carbocyclic aryl, 

(vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nrtro, 

• hydroxy, 

• amino, 

• C V5 alkyl, 

• C^g alky I substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
" C t . 5 alkylthio, 

•• C^g alkyithio substituted by carbocyclic aryl, 

C^g alkyithio substituted by halogenated carbocyclic aryl, 
carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 
heterocyclyl, 

• C^s alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by alkyl, 

• carbocyclic aryloxy substituted by C^. 5 alkoxy, 

• mono-Cj . 5 alkylamino, 

• di-C^j alkylamino, 

• C^g alkylthio, 

• C 2 _ 5 alkenylthio, 

• carbocyclic arytthio, 

• C 1a5 alkylsulfonyl, 

• carbocyclic aryisulfonyl, 

• carbocyclic aryisulfonyl substituted by C A . S alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of 

halogen, 
nitro, and 
0^5 alkyl, 
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• heterocyclyl; 

L is Formula (VII); 
Y is -C(O)-; 

5 wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; carbocyclyl is 1 ,2,3,4-tetrahydronaph- 

thyl, 1-oxo-indanyl, 9-oxo-9/+fluorenyl, orindenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1H-indolyl, 1H-pyrrolyl, 2,3-dihydro-1-oxo-isoindoiyl, 2,3-dihydro-benzo- 
furyl, 2,4-dihydro-3-oxo-pyrazoryl, 2Afbenzopyranyl, 2-oxo-benzopyranyl, 9H-xanthenyl, benzo[1 ,3]dioxolyt, 
benzo[2,1,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, furyl, imida- 
io zolyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, quinolyl, quinoxalyl, thiazolyl, orthienyl; and 

halogen isfluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

is 9. The compound according to claim 8 wherein R2 is hydrogen, halogen, methyl, trifluoromethy I, methoxy, carbamoyl, 
amino, methylamino, or dimethylamino; p is 0; R 3 and R 4 are hydrogen; A is a single bond; B is a single bond or 
-CH 2 -; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
20 10. The compound according to claim 9 wherein is selected from the group consisting of: 
(i) C.,.5 aikyl, and 

C^s aikyl substituted by substituent(s) independently selected from the group consisting of: 
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0X0, 

carbocyclic aryloxy, 

carbocyclic aryloxy substituted by halogen, 
carbocyclic aryloxy substituted by aikyl, 
carbocyclic aryloxy substituted by C V5 aikoxy, 
mono-C^s alkylamino, 
di-^.5 alkylamino, 
mono-carbocyclic arylamino, 
di-carbocyclic arylamino, 

mono-carbocyclic arylamino substituted by halogen, 
di-carbocyc!ic arylamino substituted by halogen, 
c 3-e cycloalkyl, 
carbocyclic aryl, 

carbocyclic aryl by substituent(s) independently selected from the group consisting of: 

40 - halogen, 

«• C t . 5 aikyl, and 
•• C^g aikoxy, 

• heterocyclyl, and 

45 • heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• 0^5 aikyl, 

C^g aikoxy, and 
carbocyclic aryl, 

50 

(ii) C 2 . 5 alkenyl, and 

C^s alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

55 • carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
nitro, 
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( "° 'tSKSbsmuted by substltuent(s) independent* seiected from the group consisting of: 

halogen, 
hydroxy, 
cyano, 
nitro, 

carbamoyl, 
Ci.5 alkyl, 

C^g alkyl substituted by halogen, 
C 14 alkyl substituted by hydroxy, 
C^s alkoxycarbonyl, 

C^s a'Ssubstltuted by substltuent(s) independently selected from the group consisting of: 

•• halogen, and 
carbocyclic aryl, 

• carbocyclic aryloxy, and 

• carbocyelie aryloxy substituted by C V5 alkoxy, 

(iV> "helS'lyl substituted by substituent(s) independent* selected from the group consisting of: 

halogen, 
nitro, 
amino, 
Ci. 5 alkyl, 

C^g alkyl substituted by halogen, 
C^g alkoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by halogen, 
carbocyclic aryloxy substituted by alkyl, 
carbocyclic aryloxy substituted by C t . 5 alkoxy, 
mono-Gj.s alkylamino, 
di-C^j alkylamino, 
carbocyclic aryl, 

carbocyclic aryl substituted by halogen, 
carbocyclic aryl substituted by nitro, and 
heterocyclyl; 

[1 ,2,5]oxadiazolyl, furyl, isoxazolyl, pyridyl, quinolyl, quinoxalyl, thiazolyl, or thienyl; and 
halogen is fiuoro, chloro, bromo, or iodo; 

or a pharmaceutical* acceptable salt, hydrate, or solvate thereof. 

The compound according to claim 10 wherein R, is selected from the group consisting of: 

(i) Cls ^^ ubstjtuted by substitlJ ent(s) independently selected from the group consisting of: 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C im5 alkyl, 

• carbocyciic aryloxy substituted by C v5 alkoxy, 

• mono-C^g alkylamino, 
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di-C^s alkylamino, 
mono-carbocycllc arylamino, 
di-carbocyclic arylamino, 

mono-carbocyciic arylamino substituted by halogen, 
di-carbocyclic arylamino substituted by halogen, 
carbocyclic aryl, 

carbocyclic aryl by substltuent(s) independently selected from the group consisting of. 

halogen, 
•• alkyl, and 

C^s alkoxy, 
and 

• heterocyclyl, 

(H) Ca caro^cl7a^substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
nitro, 
hydroxy, 
cyano, 
C t „5 alkyl, 

C^g alkyl substituted by halogen, 
C^g alkoxycarbonyl, 
alkoxy, 

0^5 alkoxy substituted by halogen, 
carbocyclic aryloxy, and 
carbocyclic aryloxy substituted by C^ s alkoxy, 

h ^^^ry?l2bstituted by substituent(s) independently selected from the group consisting of: 

halogen, 
nitro, 

alkyl, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by halogen, 
carbocyclic aryloxy substituted by C V5 alkyl, 
carbocyclic aryloxy substituted by alkoxy, 
carbocyclic aryl, 

carbocyclic aryl substituted by halogen, 
carbocyclic aryl substituted by nitro, and 
heterocyclyl; 

wherein carbocyclic aryl is phenyl; . . 

heterocyclyl is 1 Wndoyi, 1*pyrrolyl, 9*xanthenyl, benzofrl.ajoxadiazolyl, benzo[1,2,5]oxadiazolyl, 

furyl, isoxazolyl, pyridyl, thiazolyl, orthienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

12. The compound according to claim 1 selected from the group consisting of: 

N-(c»-4^4-(dimethy^ 

3.bromo-N-(cis-4-{I4-(dimethylamino)quinolin-2-yOamino}cyclohexyl)-benzamide; 
4-bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamide; 

N-(cis-4^4-(dimethylamino)quta^ 

3K^loro-N-(cis^4-(dimethylamino)quinolin-2-yOamino}cyclohexyl)-benzamide; 
4^loro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yI]amino}cyclohexyl)-benzamide; 
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4<hloro-N-(ci8^[4-(dimethylamino)quinolin-2-yOamino}cyclohGxyl)-3-nitrobenzamide; 

3^ano-N-(cls^-{[4-(dimethylamino)quinolin-2-yl]amlno}cyclohexyl)-ben2amide; 

3 5^ichloro-N-(cis^[4-(dime%lamino)quinolin-2-ynamino}-cyclohexyl)benzamide; 

3'4^ichloro-N-(cis-4H[4-(dimethylamino)quinolin-2-yl]aniino}-cyclohexyl)ben2afnide; 

N-(ci8^4-(dlmethylamino)quinolin-2-yl]amino}cyclohexyO-2 > 2-diphenylacetamide; 

N-(cis^(4-(dimethylamino)quinolln-2-yllamino}cyclohexyO-3.4-difluorobenzamide; 

N-(cls-4-{[4-(dimethylamino)qulnolln-2-yl]amlno}cyclohexyl)-3,5-dlfluorobGnzamide; 

N-(cis^[4-(dime%laiTiino)quinolin-2-yl]8mino}cyclohexyO^-fluotobenzam.de; 

N-U^dimethylaminojquinoli^^ 
N-(cis^-{[4-(dimethylamino)quinol^^ 

N-(cis^-ff4-(dimethylamino)quinolln-2-yl]arnino}cyclohexyl)-3-nitrobenzamidG; 
N-(cls^-{[4.(dimethylamino)quinolin-2-yl]anilno}cyclohexyl)-2i)henoxybutanamlde; 
N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)-2-phenoxypropananilde; 
N-(cis^-{[4-(dimethylajTiino)quinolin-2-yl]ajTiino}cyclohexyO-3^ethylbenzamide; 

N-cis-4-{[4-(dimethylamino)qum^ 

4-bromo-N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-iodobenzamide; 

3<hloro-N-(cis^[4-(dimethylamino)quinolin-2-y0amino}cyclohexyl)-2.4-difluorobenzamide; 

N-(cis^-{[4-(dimethylamino)quino^^ 

S^loro-N-teis^K-tdimethylaminoiquinolin^-yQamino^clohexyO^luorobenzamlde; 
N-(cis^-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyO-3-fluorD-4-methylbenzamide; 

N-(ci8^{[4-(dimethylamino)quinolin-2-yl^ 

N-cis^[4-(dimethylamino)quinolin-2-yllamino}cyclohexyO-3.S-bis(trHluorOT^^ 
(2B-N-(ds^-{[4-(dimethylamino)q™^ 

N-(cis^-{[4-(dimethylami^ w 
25-dichloWN-(cis^[4-(dlmethylamlno)quinolin-2-yQamino}-cyclohexyl)thioph 

2lr4^hloroDhenoxyVN-(cis^[4-(dimethylamino)quinolin-2-yl]amino}-c^lohexyl)acetemide; 

l^hU^rophe^^ 
4-carboxamide; 

N-(cis-4-([4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)-3-fluorobenzamide; 
N- cis^ 4- dlmemylamino)quinolin-2-yllamino}cyclohexyl)-4-fluoro-3-(tr^ 

N-(cte^(dimethyla^ 

N'tfe^4-(dimemylamino)quinolin-2-yl]amino}cyclohexyl)-2-(4-metho W 
N-(cis^-{[4-(dimethytamino)quinoiin-2-yl]amino)cyclohexyl)-5-nitro-2-furamide; 
N-(cis-^04-(dimethylamino)quinolln-2-yllamino)cyclohexyl)-2-phenoxyacetamlde; 
N-(ci8^-ff4-(dlmemylamino)quinolln-2-yl]amino}<vclohexy0quinoxaline-2-carboxamide; 

2f3<hlorophenoxy)-N-(cis^4-(dlmethy1amta 

3- (2.6-dichlorophenyl)-N-(ci6^^4-(dimethylamino)quinolin-2-yl]amino}^dohexyl)-5-m« 

4- carboxamide; . . . 
N-{cis-4-{[4-(dimethylamino)quinolin-2-yllamino}(VClohexyl)-2i)henoxynicotinamide; 

N- c is^4-(dimethylamlno)quinolin^^ 
N-(cls-4^4-(dimethylamino)qulnolln-2-^ 

5- bromo-N-(ds^[4-(dimethylamino)q™ 
N-(cis^4-(dimethylamino)quinoli^^^ 
5-(4<hloro-2-nitrophenyl)-N-(ci^ 

5^loro-N-(cis^[4-(dimethylamino)quinolin-2-ynamino}(7Clohexyl)^hiophGne-2^arboxamidG; 

N-(cis-4HT4-(dimethylamino)quinolin-2-yl]amino}cyclohexyO-5-iodo-2-furamide; 

N-(cis^4-(dimethylamino)quinolin-^ 

N-(cis^4-(dimethylamino)q^ 

(2R%-(ds^[4-(dimethylamino)quinolin-2-yGamino}cydohexyl)-3-(3-nitro 
2 2il8(4<hlorophenyl)-N-(ci8^[4^dlmethylamino)quindin-2-yn-ami^ 
N-(cis^4-(dimethylamino)quinolin-2-yl]amino)cydohexyl)-5-nitfothiophen^ 
N-(cis^4-(dime%lamino)quinolin-2-yllaTnino}<vdohexyO-3^ethyM-nrtrobenzamide; 
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N-(cis^4-(dimethylamino)qd^ 

5-bromo-N-(cls^[4-(dlmethylannino)quinolln-2.yllamino}cyclohexyl)-2-furamide; 

4'5HJibromo-N-(ci8^[4-(dimethylamino)quinolin-2-ynamino}-c^lohexyl)-2-furamide; 
N-(cis^-{[4-(dime%lamino)quinol^^ „ „ ... 

N-cl8^4.dimethylamino)quinolln-2-ylJamim>^^ 
3-(benzyloxy)-N-(cis^[4-(dimeW^ 
N-(cis^4-(dimethylamino)quinolin-2-yl^ 
N-cis^4-(dimethylaniino)quinolin-2-y^ 

N-(cis^4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-5-(3-nitrophenyO-2-furamid 
N-cis^-{[4-(dimethylamino)quinolin^ 

N-(ci8-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4-nitrobenzamide; 
N-cis^[4-(dimethylamino)quinolin-2^^^ 
N.cis^[4-dimethylamino)qu^^^ 
N-cis^[4-(dimethylamino)quinolin-2-y^ 

N-(cis^-{I4-(dimethylamino)quinolin-2-yl]amino}cyclohexyO-2^e8ityl-2oxoacetamide; 
5^loro-N-(cis^[4-(dimethylamino)quinolin-2-yOamino}cyclohexyl)-2-hydroxybenzamid^ 

N-f(cis^[4-(dimethylamino)quinolin^ 

3- bromo-N-[(cis^{^ 

4- bromo-N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)-methyl]ben 
N-[(ci8^t4(dimethylamino)quinolin-2-yl]aiT 1 ino}cy^ 

3K:hloro-N^cis^{[4-(dimethylamino)quinolin-2-yl]amino}cyclohGxyl)-methyl]benzaniide; 

4< hloro-N-[(cis^{[4-(dimethyl^ 
4*h!oro-N-[(cis^{[4-(dlmethy^ 

3^ano-N4(cis^4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyQbenzamide; 

35 ^ichloio-N-[(cis^-{[4-(dimeth^^ 
3 Whloro-N4(cis^[4-(dimethylamino)quinolta^ 

N-[(cis^[4-(dimethylamlno)quinolin-2-ynamino}cyclohexyl)methyl]-2,2-diphenytece^ 

N4(ciswM[4.(dimethylamino^^ 
N-FciswH[4-(dimethylamino)qu^^ 
N-[(cis^[4-(dimethylamino)quinol^ 
N-[(ci8^K[4-(dimethylamino)quinolin-2-yQamino}cyclohexyl)m 

N-[ C is^Wdimethylamlno)qulnol^^^^ 

N-[(cis^[4-(dimethylamino)quinolin-2-y0amino}cyclohexyl)methyQ-3-nitrobenzamide; 

N-[(cis^[4-(dimethylamino)quinon^ 
N4cis^[4-(dimethylaniino)quino^ 
N4(cis^[4-(dimethylamino)quinoli^^ 
N-[(cis^[4-(dimethylamlno)quinolln-2-yQamin^^ 

4-bromo-N-[(cis^-W 
N.[(ciSH^[4-(dimethylamlno)quinoli^^ 

3^hloro-NH(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyO 

N.[(cis^[4-(dimethylamino)quinolin-2-y^ 
3<h"oro-N4(cls^{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl^ 

N-r(ciswM[4-(dimethylamino)quinol^ 
N4(ci8^[4-(dimethylamino)quinolin-2-y0a™^ 

N- ci8^[4-(dimethylan 1 ino)quinolin-2-ynamino}cyclohexyl)methyn^.5-bi8(trifluoromethyl)b 
(2B-N4(cte^4-(dimethyla m ino)quinolin-2-yl]amino}cyclohexyO-methyn-3^4-n 

N^cisi<[4-(dimethylamino)quino^^^^ 

2 5^fchloro-N-[(ci 8 X{[4-(dim*^ 

2 WhlorD-N-[(cis^[4-(dimethyla/nino)quinoli^ 

N4(ciswH[4-(dimethylamino)quinoli^ 

2 4 6 -tifchloro-N4(cis^4-(dimeth^ A H 

ULU4(CBi{[4-(dimethylamino)quinolin-2-ylJaminoJcyclohexyl)-methynthio 

N«c^H[4(d^^^ 



492 



EP1464 335 A2 



5-(4*hloro-2-nitrophenyW 

5-chloro-N^(cls^[4-(dimethylamlno)quinolin-2-yl]amlno}cyclohex^ 

NH[(cis^[4-(dimethylamino)qui^ 

N-[(cis^[4-(dimethylamino)qu™^ 

(2E)-N^(cis^-{[4-(dimetW ^-(3-nitrophenyl)acrylamide; 

2,2^is(4<hlorophenyl)-N-[(cis^[4-^ 

N-[(cis^[4-(dImethylamlno^ 

N-[(cis^[4-(dimethylamino)qui^^ 

N-[(cis^[4-(dimethylamino)q^ 

N-(cls^(4^e%l^uinolin-2-ylamino)^ 

3,4Kiifluoro-N^cis^-(4^ethyl-quinolin-2-ylamino)^clohexyIl-benzarriide; 

3!4-dlfluoro-N-tcls-4-(quinolln-2-ylamino)-cyciohexyl]-bBnzamlde; 

2'phenoxy^Kcis^-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

3K:hloro-NHci3^-(4-methyl-quinolin-2-ylamino)-cyclohexyIl-benzamide; 

N-[cls-4-(4^loro-quinolin-2-ylamino)^clohexyO-2-phenoxy-nicotinamide; 

3-mGthyl-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3-methoxy-N-tcls-4-(quinolin-2-ylamino)-cyclohe)cyl]-benzamide; 

3-chloro-N-[cis-4-(quinoiin-2-ylamino)-cyclohexyl]-benzamid©; 

5-nitro4hiophene-3-carboxylte acid[cls^-(quinolin-2-ylamino)-cyclohexyl]-amide; 

5-nitro-thiophene-3-carboxylic acid [cls-4-(4-methyl-quinolln-2-ylamino)^clohexyl]-amide; 

3^hloro^-fluoro-N-[cls^-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3,5Klimethoxy-N-[c!s-4-(quinolin-2-ylamino)-cyclohexyll-benzamide; 

3|4^lchloro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

bcmzo[2^]oxadiazole-5-carboxylic acid [ci8-4-(quinolin-2-ylamino)-cyclohexyl)-amide; 

3-methyi-N-[cis^-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3-methoxy-N-[cis^-(4^ethyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

4K^ano-NKcis-4-(4^ethyi-quinolin-2-y!amino)-cyciohexyl]-benzamide; 

1 -methyl-4-nitro-1 H-pyrrole-2-carboxylic acid [cis-4-(quinolin<2-ylamino)-cyclohexyl]-am!de; 

9H-xanthene-9-carboxylte acid tcis-4-(quinoiin-2-ylamino)-cyclohexyl]-amide; 

5-(4-chloro-phanyi)-furan-2-carboxyIic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 

3- nitro-N-[cls-4-(quinolin-2-ylamino)-cyclohexylhbenzamide; 

4- fluoro^^ethyl-N4cis^(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3-bromo-N-[cis^-(quinolin-2-ylamino)-<^clohexyi]-benzamide; 

2- (2-bromoi>henoxy)-N4cis^-(quinolin-2-yIamino)^clohexyn-nicotinam 

3- cyano-N-[cls-4-(quinoIin-2-yiamino)-cyclohexyl]-benzamide; 
N-[cis^-(quinolln-2-ylamino)^lohexyl]-trmuoromethyl-benzamide; 
N-{cisV(4K:hloro^uinolin-2-ylamino)^clohexylh3,4-difluoro-benzamide; 
3,4<lichloro-N-[cis^-(4-methyl-quinolin-2-ylamino)^lohexyl]-benzamide; 
3^hloro-4-fiuoro-N-[cis^-(4-methyl^^ 

4- fluoro^^ethyl-NKcis^-(4HTiethyl-quinolin-2-ylamino)^clohexyQ-benzam 

1 -methyl-4-nitro-1 H-pyrrole-2-carboxyllc acid [cis-4-(4-methyl-quinolln-2-ylamino)^cyclohexyl]-amide; 
9H-xanthene-9-carboxylic acid [cis^(4-methyl^uinolin-2-ylamino)-q^clohexy!]-amide; 

5- bromo-furan-2-carboxylic acid [cls^(4-methyl^uinolin-2-yiamino)-q^clohexyl]-amide; 
N'[cis-4-(4-methyl^ulnolin-2-ylamino)^clohexyl]-2-/rhtolyloxy-acetamide; 
N-[cis^-(quinolin-2-ylamino)^lohexyl]-2-m"tolyloxy-acetamide; 
2 l 2-diphenyt-N-[cis-4-(quinolin-2-ylamlno)-cyclohexyl]-acetamide; 
5-bromo-furan-2-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 
benzoP.S.IJoxadiazoie-S-carboxyllc acid [cis^(4-methyl^uinolin-2-ylamino)-cyclohexyi]-amide; 
3-bromO"N-[cis^-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3K^ano-N^cis-4-(4^eth^-quinolin-2-ylamino)-cyc!ohexyl]-benzamidG; 
N-[cis-4-(4-methyi^uinolin-2-ylam^ 

N-{cis-4-(4-methyl-quinoIin-2-ylam^^ 

2-(4-fIuoro-phenoxy)-N^cis^-(quinolin-2-ylamino)<ydohexyl]-nicotinam 

2-(4-fluoro-phenoxy)-N{cis^-(4^^ 

2-(3,4-dffluoro-phenoxy)-N-[cis^-(quinoli^ 

2-(3!4-difluoro-phenoxy)-N-[cis^-(4-methyl-quinolin-2-ylamino)^clohe 

N^^(quinolin-2-yiamino)<yclohexyl]-2-p-tolyloxy-nicotinamide; 

N^cis^-(4^ethyl^uinolin-2-ytarnino)^ 
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*4<*loro?he^ 

p-^bromo-phenoxyJ-N-tcis^-tquinolih-a-ylaminoJ-cyclohexyQ-nicotinarnide, 
N-[ci8^(quinolin-2-ylamino)-cyclohexyl]-2-m-tolyloxy-nicot.namide; 

*3^etLyi^ 

C mVethvl-DherXl^ 

2Vmethoxy-pheno X y)-N-[cis^(quinolin-2-ylamino)^lohe^Q-awtarn.de; 
2- 3^hloroi)henoxy)-N-[cis^(quinolin.2-ylamino)^lohexyl]-acetam.de^ 
2-3K:hloro^fluoro-phenoxy)-NHcis^{quinolin-2-ylamino)^lohexyl]-ac^ 

2-3,4-dichloroi>henoxyVN-[cis^^ 
cV*thyi-pher^mino)-N-[c^ 

2- (3 4-dtehtoroienylamino)-N^-(quinolin-2-ylamino)^clohexyn-acetam.de. 

3- hv'droxy-N-rcis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamlde; 
N-[cis-4-(quinolln-2-ylamino)-cyclohexyl]-isophthalamic acid methyl ester; 
Nlcis^-(quinolin-2-ylamino)^lohexyl^^ 
N^-4™thylK,ulnolln-2-ylamino^^^ 

N-cis^4^ e thyl^uinolin-2-ylamino)^clohexylh3-trifluoromethoxy-ben 2 am 

N-cis^t^amino-quinolin^-ylamino^clohexylJ-S^difluoro^enzamide; 

C-ethvl-Phenyl-amino)-N-tci8^-(quinolin-2-ylajnino)^clohexyn-acetarn.de; 

3- hvdroxy-N-[cis^(4-methyl^ulnolln-2-y1amlno)^clohexyl]-benzarnide; 

2- amino-N4cis^-(4^ethyl-quinolin-2-ylamino)^clohexyn-nicotinam.de; 
23^ifluoro^^cis^-(4-methyl-quinolin-2-ylamino)-cyctohexyl]-benzamide; 
2'4^ifluoro-N4cis^(4^ethyl-quinolin-2-ylamino)^clohexyn-benzamide; 
2's^ifluoro-N^ci8^(4HTiethyl-quinolin-2-ylamino)-(7Clohexyn-benzamide; 
26-dlfluoro-N-{cis-4-(4^ethyl-quinolin-2-ylarnino)-<yclohexyl]-benzarr.ide; 
3 , 5^muoro-N<cis^(4^ethyl-quinolin-2-ylarnino)-cyclohexyl]-benzarn.de; _ tamiHo . 

4^hloro-3-fluoro-N-[cis^-(4-methy1<iuinolin-2-ylafnino)^clohexyl]-benzarnide; 

4- fluoro-NHcis^-(4^ethyl-quinolin-2-ylarnino)-cyclohe)(yl]-benzamide; 

3- fluoro.N^cls^(4HTiemyl-quinolin-2-ylamlno)-cyclohexyl]-benzamide; 

2- fluoro-NKcis-4-(4-methyl-quinolin-2-ylamino)<yclohexyl]-benzamide; 
4K:hloro-N4cis^-(4-methy1-quinolin-2-ylamino)-cyclohexyQ-benzarnide; 
N-[cis-4-(4^nethyl-quinolin-2-ylamino)-cyclohexyll-isophtrialamic acid methyl ester; 
3 5-difluoro-N<cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
4^hloro-3-fluoro-N-[cls-4-(qulnolln-2-ylamlno)-cyclohexyll-benzamlde; 
C-[(4H 5 hlo ro -phenyl)^thyhamino]-N-[ds^-(quinolin-2-ylamino)<yclohexyl]-acetam l de; 
6-chloro-N-[cis-4-(4-methyl-quinolin-2.ylamino)<yclohexyQ-nicotinamide; 
6-dimethylamino-N^ds^(4^ethyl^uinolin-2-ylamino)<yclohe>(y^-nlcotlnarnlde; 

3- hydroxymethyl-NHcis-4-(4^nethyl-quinolln-2-ylamino)-cyclohexyn-benzam l de; 

N-rcis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-isophthalamide; 
34hloro-5-fiuoro-N-[cis^-(4-methyl^uinolin-2-ylamino)^clohe)(yl]-benzam.de; 
3 4 5 -trifluoro-N-{cis-4-(4^ethyhquinolin-2-ylamino)-cyclohexyn-benzamide; 
pyridine-2«arboxylic acid [ci8^-(4-methyl-quinolin-2-ylamino)^dohexyn-amide; 

4- chloro-pyridine-2^arboxylicacid[ci8^4^ethyHuinolin-2-ylamino)^clohexyO-am.de, 

5- bromo-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyn-nicotinamide; 
N-fcis^(4HTiethylKiuinolin-2-ylamino)^clohexyl]-6-trifluoromethyl-niwtinajnide 
34-difluorc-N-{cis^-(4<rtethyl-quinolin-2-ylamino)-cyclohexylmethyn-benzamlde; 
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N-[cis-4-(4-methyl-quinolin-2-ylamino)-<ty^ 
N-[cis-4-(4-dimethy!amino-quinolin-2-y1am^ 

3,4^lfluoro-N^cis^-(quinolin-2-ylamino)K^clohexylmethyl]-benzarnide; 
2-phenoxy-NKcis^-(quinolin-2-ylamino)^clohexylmethyl]-nicotinamid9; 

4- methyl-N^ls^-[(4-methylquinolin-2-yl)amino]cyclohexyl}benzamide; 
2-(4-chlorophenoxy)-N-{cis^-[(4-methylquinol^ 
3 l 4 l 54rimethoxy-N4cis^-[(4^ethylquinolIn-2-yl)amino]cyclohexyl}benzam 
2-(3 l 4-dlfluorophenyO-N4cis^-t(4^e%iquinolin-2-yl)amino]cyciohexyl}acetamide^ 

2- (2-bromo-4,5-dimethoxyphenyl)-N-{cis-4-[(4-^^ 
2,6^imethoxy-N-{cis^^(4-methylquinolin-2-yl)amino]cyclohexyl}nicotinam 
N^cls^-[(4-methylquinolin-2-yl)amino]<^clohexyl}^(trifluoromethoxy)ben 
5^hloro-N4cis^-(4-methyl-quinolin-2-ylamino)^lohexyl]-nicotinanriide; and 

5- fluoro-N^cis-4-(4^ethyl-quinolin-2-ylamino)^clohexyl]-nicotinamide; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
13. The compound according to claim 12 selected from the group consisting of: 

3- bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamide; 
N-(cis-4-ff4-(dime%lamino)qulnolin-2^ 

3K:hloro-N-(cis^[4-(dimethylamlno)quinolin-2-yl]amino}cyclohexyl)-benzamide; 
4^hloro-N-(cis^[4-(dimethylamino)quinolin-2-ynamino}<^clohe)^l)^enzamide^ 
4^hloro-N-(cis^[4-(dimethylamino^ 
3,4<lichtoro-N-(cis-4^4-(dimethylamino^ 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3,4-difluorobenzamide; 

N-(cis-4-{[4-(dime%lamino)qulnoIin-2-yl]amino}cyclohexylV4-fluorobenz 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-nitrobenzamide; 

N-(cls-444-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2i>he 

N-(cis^-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2^ 

N-(cls-4-{[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)-3Hrnethylbenzamide; 

4- bromo-N-(cis-4-{[4-(dimethylamino)qulnolin-2-yl]amino}cyclohexyl)-3-methylbenzamide; 
N-tcis^-^tdimethylaminoJquinolin^-ylJamino^clohexyli^.S-dimethyl-S-furamide; 
3^hloro-N-(cis-4^[4-(dimethylamino)quinolta^ 
N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]^ 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4-fluoro-3-meth 

2- (4^hlorophenoxy)-N-(cls-4^[4-(dimethylamino)quinoIin-2-yl]amino}<^clohexyO 

3- (2K:hlorophenyl)-N-(cis^[4-(dimethyl^ 
boxamide; 

3- (2-chloro^-fluorophenyl)-N-(cis-4^[4-(dime^ 

4- carboxamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]am^^^ 
N-(cis-4-{[4-(dimethylamino)quin^ 

N-(cis^-tt4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-5-nitro-2-furamide; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexy 

2- (3^hlorophenoxy)-N-(cis^4[4-(dimethylaminota^ 

3- (2,6-dichlorophenyl)-N-(cls-4^4-(dime^ 

4- carboxamide; 

N-(cis-4^[4-(dimethylamino)quinolin^ 

N-(cis-4-{[4-(dimethylamino)quinoIin-2-yl]amino}cyciohexyl)-2-(4-methylphenoxy)nicotinamide; 

N-(cis-4-{[4-(dimethyiamino)quinolin-2-y^ 

N-(cis-4-{[4-(dimethylamino)quinolin-2-^^^^ 

N-(cis-4-{[4-(dimethylamino)q^ 

N-(cis^[4-(dimethylamino)quinolin-2-yl]amino^ 

N-(cis-4-{[4-(dimethylamino)quinolin-2^ 

N-(cis-4^[4-(dimethylamino)quinolin-2-yl]am^ 

5- bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yi]amino}cyclohexyl)-2-furamide; 
4,5<libromo-N-(cis^-{[4-(dimethylamm^ 
N-(cls-4-{[4-(dime%lamino)quinolin^ 
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N-(cis^-{[4-(dime%la™ 

N-(cls^-{[4-(dimethylamino)quinolln-2-yl)amlno}cyclohexyl)-5-nltroth 

N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino}cycloh 

N-(cls^{I4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)^-nitrobenzamide; 

N-(cis^-{[4-(dime%lamino)quinoH^ 

3- bromo-N-[(cis^[4-(dimethyiamino)quinolin-2-yl]amino)cyclohexyl)-^ 
N-[(cls^[4-(dimethylamlno^^ 

3K:hloro-N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methy^ 

4^hloro-N-[(cis^[4-(dimethylam^ 

4^hloro-N-[(cis^{[4-(dimethy^ 

3,4^ichloro-N-[(cis^4[4-(<Hmetty 

N-[(cls^[4-(dimethylamino)qu^ 

N-[(cis-4-{[4-(dimethylaniino)quinolin-2-yl] aminoJcyclohexyOmethylH-fluorobenzamide; 
N4(cis^[4-(dimethylamino)q^ 

N-[(cis^-{[4-(dimethylamino)quinolin-2-y0amino}cyclohexyl)m 
N-[(cis^[4-(dimethylamino)quinolin-2-ynamino}cyclohexyl)^ 
N-[(cis^-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)^ 

4- bromo-N-[(cis^-{[4-(dimethylamino^ 

N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-^ 

3^hloro-N-[(cis^-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-me 

N-[(cis^[4-(dimethyiamino)quinolin-2-yl]amino}cyclohexyl)methyl]^ 

N-[(cis^[4-(dimethylamino)quinol^^ 

N-[(cis^[4-(dimethylamino)quinolin-2-yI]amino}cyclohexyO 

2,4,6-trichloro-N-[(cis^-{[4-(dimethylamino)quinolin-2-yl]amin 

N-[(cis^[4-(dimethylamino)qui^^ 

N-[(cis^[4-(dimethylamino)quinoH^ 

N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohex^ 

N-[(cis^[4-(dimethylamino)quinolin-2-yI]amino}cyclohexyl)^ 

N-[(cjs^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)m 

N-[cis-4-(4-methyl^uino!in-2-ylamino)^^ 

3 > 4^lfluorc^N<cis^-(4HTiethyl-quinolin-2-ylamino)^clohexyl]-benzamide; 
3,4^ifluoro-N^cis-4-(quinoIin-2-ylamino)-cyc!ohexyl]-benzamide; 

2- phenoxy-NKcls-4-(quinolin-2-yiamino)-cyclohe)cyl]-nicotinamide; 
3^hloro-N^cis^(4-methyl-quinolln-2-ylamino)-cyclohexyQ-benzamide; 

3- methyl-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3-methoxy-N-[cls-4-(qulnolin-2-ylamino)-cyclohexyl]-benzamlde; 
3-chloro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

5- nitro4hiophene-3^arboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyi]-amide; 
5-nitro-thiophene-3-carboxyllc acid [cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-amide; 
3^:hloro^fluoro-N-[cis^-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3,S^imethoxy-N-[cis^(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3,4^ichlorD-N-[ds^-(quinolin-2-ylamino)'CyclohexyO-benzamide; 
benzofrS.lloxadiazole-S-carboxylic acid[cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 
3-methyl-N-[ds-4-(4-methyl-quinolin-2-ylamino)-cyclohexylJ-benzamide; 
3-methoxy^^cis^-(4^ethyl-quinolin-2-yiamino)-^clohexy{]-benzamido; 
4^ano-N^cls-4-(4^ethyl-quinolin-2-ylamlno)-cyclohexyIJ-benzamlde; 

1- methyl-4 nrtro-1H-pynrole-2-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 
9H-xanthene-9-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 

3- nitro-N-{cis-4-(quinolin-2-ylamino)-cyclohexyll-benzamide; 

4- fluoro^^ethyl-NKcis^(quinolin-2-ylamino)-<^clohexyO-benzarnide; 

3- bromo-N-[cis-4-(quinolin-2-ylamino)-cyclohexyi]-benzamide; 

2- (2-bromo-phenoxy)-N-[cis^-(quinolin-2-y!amino)K^iohexyO-nicotinamide 
3K^ano-NKcis^-(quinolin-2-ylamino)-cyc!ohexyl]-benzamide; 
N-[cis^-(quinolin-2-ylamino)K7clohexyl]4rifluoromethyl-benzamide; 
N4cis^-(4<hloiTO-quinolin-2-ylamino)^clohexyO-3 f 4-difluoro-benzamide; 
3,4Klichloro-N-[cis^-(4-methyl-quinoli^ 
3^loro^fluoro-N-[cis^(4-methyl^^ 

4- fluoro-3H7iethyl-N^cis^(4^ethyl^ 



496 



EP 1 464 335 A2 



1 -methyl-4-nitro-1 H-pyrrole-2-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)-cyclohGxyl]-amide; 
9H-xanthene-9*arboxylic acid [cls-4-(4-methyl^uinoiin-2-ylamino)-cyclohexylJ-amide; 
5-bromo-furan-2-carboxylic acid [cis-4-(4-methyl^uino!in-2-ylamino)-^clohexyl]-amide; 
N-[ds^-(4^ethyl^uinolin-2-ylamM 
N-[cis^-(quinolin-2-ylamino)^ 

2,2-diphenyl-N-[cis-4-(quinolin-2-ylamino)-cycloh©xyl]-acetamide; 
5-bromo-furan-2-cart>oxy!lc acid [cis-4-(quinolin-2-yiamino)-cyclohexyi]-amide; 
benzop^lJoxadiazole-S-CTrboxylic acid [cis^(4-methyi^uinoiin-2-ylamino)-cyciohexyl]-amide; 
3-bromo-N-[cis^-(4-methyl-quinolin-2-yiamino)-cyclohexyl]-ben2amide; 
3^ano-N^cis^(4^eth^-quinolin-2-yiamino)-cyclohexyl]-benzamide; 
N-[cis^-(4-methyl^uinolin-2-ylami^ 

N-[cis^-(4-methyl^uinolin-2-ylamino)^clohexyl]-2,2-diphenyl-acetamide^ 

2-(44iuoro-phenoxy)-N<cis^-(quinolin-2-ylamino)-^clohexyO-nicotinaniide; 

2-(4-fluoro-phenoxy)-N^ci»^(4^ethyl-quinolln-2-ylamino)^loh 

2-(3,4-difluoro-phenoxy)-N-[cis^-(quino^ 

2-(3,4-difluoro-phenoxy)-N-[cis^^^ 

N-[cis-4-(quinolin-2-yiam^ 

N-[cis^-(4-methylKiuinolin-2-y^ 

2-(4K5hloroi)henoxy)-N-[cis^-(quinolin-2-ylamino)^c!ohexyO-n^ 
2-(4^hloroi>henoxy)-N-[cis-4-(4-methyl^^ 

2-(4bromo-phenoxy)-N4cis^-(quinolin-2-ylamino)^clohexyn-nic»tina 

2-(4-bromo-phenoxy)-N-[cis^-(4-methyl-q^ 

2-(4-methoxy-phenoxy)-N-[cis^(qui™^ 

2-(4-methoxy-phenoxy)-N-[cis^{4-methyl-qu^ 

2-(3^hloro^-fIuoro-phenoxy)-N-[cis-4-(4^ 

N4cis^-(quinoiin-2-yiamino)-<^clohexyl]-2-nhtolyloxy-nlcotinamide; 

N-[cis^-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-2-/rhtoiylo)cy-nicotinamide; 

2-(3-methoxy-phenoxy)-N-[cis^-(4-methyl-quinolin-2-ylamino)<yciohexyO-acetamide^ 

2-(3^hloroi>henoxy)-N-[cis-4-(4-methyl-quinoIin-2-ylamino)^clohexyl]-acetamide; 

2-(3^hloro^-fluoro-phenoxy)-N-[cis^-(4^ 

2-(3,4-dichloro^henoxy)-N-[cis^-(4-methyl^^ 

C-(methyl-phenyl-amino)-N4cis-4-^ 

2-(3-methoxy-phenoxy)-N-[cis^-(quinolin-2-ylamino)K7clohexyO-acetamide; 

2-(3K:hloroi>henoxy)-N-[cis^-(qui^^ 
2-(3^hlortM-fluoro-phenoxy)-N^cis^(qw^^ 

2- (3,4-dichloro^henoxy)-N4cis^-(q^ 

C-(methyl-phenyl-amino)-N4cis^(quinoiin-2-ylamino)-^clohexyl]-acetamid8; 
N-[cis^-(4-methyl^uinolin-2-ylam^ 

N-[cis-4-(4-amino-quinolin-2-ylamino)^ciohexy0-3,4-difiuoro^enzamide; 

C-(ethyl-phenyl-amino)-N4cis^-(qui^ 

C-(ethyl-phenyl-amlno)-N-{cis^(4-met^ 

3- hydroxy-N-[cis^-(4-methyl-quinolin-2-ylamino)-cyclohexylJ-benzamide; 
2,4^ifluoro-N^cis^-(4HTiethyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3!s-difiuoro-Nicis^-(4HTiethyl-quinoHn*2-ylamino)^clohexyO-benzamide; 
C-[(4^hloFO-phenylHthyl-amino]-N^^^ 
4^hloro-3-fluoro-N-[cis-4-(4-meth^ 

4- fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3- fluoro-Nlcis^-(4^ethyl-quino^ 

4- chloro-N-[cis^-(4-methyi-quinolin-2-yia^ino)<^clohexyl]-benzamide; 
N-[cis^-(4-methyl-quinolin-2-ylamino)-cyciohexyl]-isophthalamic acid methyl ester; 
3,5KjifIuoro-N^cis^-(quinolin-2-ylamino)-^clohexyl]-benzamide; 
4^hloro-3-fluoro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamid^ 
C-[(4^hloro-phenyl)^thyl-amino]-N-[cis^-(quinolin-2-ylamino)^clohexy0-acetamid 
6^hloro-NHcis^(4-methyl-quinolin-27lamino)-cyclohexyi]-nicotinafnide; 
3^hloro-5-fluoro-N4cts^-(4-methyl^^ 

3,4,54rifluoro-NHcis^-(4H^ethyi^uinolin-2-ylamino)-^ciohexyl]-benzamide; 
5lbromo-N^ds^(4^ethyt^ui^^ 

4-methyl-N-[cis-4-[(4-methylquinolin-2-y0amino]cyclohexyl]benzamide; 
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2-(4-chlorophenoxy)-N-{cis^-[(4-m^ 

3,4,5«trimethoxy-N^is^[(4HTiethylquin^^^ 

2-(3,4-difluorophenyl)-N^cis^(4HTiethylqum^ 

2-(2-bromo-4,5-dimethoxyphenyl)-N4cis^-[(4-me 

2,6<limethoxy-N-{cis^(4H7iethylquinolin^ 

N-{cis-4-[(4-methylquinolin-2-yl)amino]cy^^ 

5^hloro-N-[cis^-(4-methyl-quinolin-2-ylamino)^clohexyl]-nlcotinamide; and 
5-fluoro-N^cis^-(4H7iethyl-quinolin-2-ylamino)^lohexyl]-nicotinamide; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

14. The compound according to claim 3 wherein R 1 Is selected from the group consisting of: 

Cms a, W. and 

Cv 16 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl t 

• carbocyclic aryl substituted by substltuent(s) independently selected from the group consisting of : 

•• halogen, 
•• C^g alkyl, 

0^5 alkyl substituted by halogen, 
" C^s alkoxy, and 
~ C^s alkoxy substituted by halogen, 

L is Formula (XV); 
Y is -C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl; and 
halogen Is fluoro, chloro, or bromo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

15. The compound according to claim 14 wherein Rj is selected from the group consisting of: 

C v16 alkyl, and 

C-M6 a,k y' substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
~ C t . 5 alkyl, and 

~ Cj.5 alkyl substituted by halogen, 

wherein carbocyclic aryl is phenyl; and 
halogen is fluoro, chloro, or bromo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

16. The compound according to claim 14 or 15 wherein R2 is methyl; p is 0; R 3 and R 4 are both hydrogen; A and B 
are both single bonds; and Rs is hydrogen; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

17. The compound according to claim 1 selected from the group consisting of: 

cis-N-[(1 R)-l-(4-bromophenyl)ethyQ-4-{(4-methylquinolin-2-yl)aminolcyclohexanecarboxamide; 

cis-N-{(1 SH^3,5^is(trifluoromethyOphenyl]e%Q^ 

ide; 
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cis-N-[(1 R)-1-(2-fluorophenyl)ethyl]^[(4-me%lquinolin^^ 
cis-N-[(1S)-1-(2-fluorophenyl)ethyl)^-[(4n^^ 

cls-4-[(4-methylquinolin-2-yl)amino]-N-{(1S)-1-[2-(trifluoromethyOphenyl]e% 

cls-4-[(4-methylquinoljn-2-yl)amino]-N^(1 S)-1 -[3-(trifluoromethyj)phenyl]e%l}C7clohexanecait)oxamicle; 

cis-N-[(1 R)-1 -(4^hlorophenyl)ethyl]-4^(4HTiethylquinolin-2-yl)amino]cyclohexanecarboxami and 

cis-N-[(1S)-1-(4^hlorophenyl)ethyl]-4^(4H™ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

18. The compound according to claim 1 selected from the group consisting of: 

cis-N-[(1 R)-1 -(4^romophenyl)ethyQ-4^(^ 
cls-N-[(1 S)-1 -(2-fluorophenyl)ethylH-^ 
cte^-[(4-methylquinolin-2-yl)amino]-N^^ 
and 

cis-4-[(4-methylquinolin-2-yl)amino]-N^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

19. The compound according to claim 3 wherein R 1 is selected from the group consisting of: 

(i) C V5 alkyl, and 

alkyl substituted by substituent(s) independently selected from the group consisting of: 

• 0^5 alkoxycarbonyl, 

• C^s alkylthio, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C^g alkyl, and 
C 2 . 5 alkenyl, 

(ii) C 3 . 6 cycloalkyl, and 

c 3-6 cycloalkyl substituted by carbocyclic aryl, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C^g alkyl, 

• C^s alkyl substituted by halogen, 

• C^j alkoxycarbonyl, 

• Ct.5 alkoxy, 

• C^s alkoxy substituted by carbocyclic aryl, 

• C M cycloalkoxy, 

• carbocyclic aryloxy, 

• 0^5 alkylthio, and 

• carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• C^s alkyl, 

• C 1a5 alkyl substituted by halogen, and 

• carbocyclic aryl; 

L is Formula (VII); 
Yis -C(0)NR 5 -; 
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wherein carbocyclte aryl is phenyl or naphthyl; 

heterocyclyl is2,3-dihydro-benzo[1,4]dioxinyl, 3,4<Hhydro-2H.benzo[b)[1,4]dioxepinyl, benzo[1 ,3]diox- 

olyl, furyl, or isoxazolyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

20. The compound according to claim 19 wherein R2 is hydrogen, methyl, methylamino, or dimethylamino; p is 0; R 3 
and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; R 5 is hydrogen; or a pharmaceutical^ 
acceptable salt, hydrate, or solvate thereof. 

21. The compound according to claim 20 wherein R 1 is selected from the group consisting of: 

(i) C^s alkyt, and 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

• 0^5 alkoxycarbonyl, 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by halogen, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• 0^5 alkyl, 

• C t . 5 alkyl substituted by halogen, and 

• C t . 5 alkoxy, 

(iii) heterocyclyl, 

heterocyclyl substituted by C 14 alkyl, and 

heterocyclyl substituted by carbocyclte aryl; wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is isoxazolyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

22. The compound according to claim I selected from the group consisting of: 

N-(2^hlorophenyl)-N , -(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)urea^ 
N-(cis-4^[4-(dimethylamino)quinol^ 

N-tcis^-^idimethylaminoJquinolin^-ylJaminoJcyclohexyO-N'-mesitylurea; 

N-(cis-4-{[4-(dime%lamino)quinolin-2-yl^ 

N-(cis-4-{[4-(dimethy^ 

N-(2,4-dibromo-6-fluorophenyl)-N'-(cte^ 

N-(2,6-diethylphenyl)-N*-(cis^^ 

N-(2H:hlorobenzyl)-N'-(cis-4^ 

N-(cis-4-{[4-(dime%lamino)quinoli^ 

N-(cis-4-{[4-(dimethylami 

N-(24ert-butyl-6-methylphenyl)-N'-(ds^4[4-(dimethylamino)quinolin-2-yl]amino}cyclohe 
N^cis^^tdimethylaminoJquinolin^-yllaminoJcyclohexyO-N'-tdiphenylmethylJurea; 
N-(44)romo-2,6-dimethy^henyl)-N'-(cis-^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)urea; 
N-(cis-4^4-(dimethylamino)quinolin-2-y^ 

N-(cis^4[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N , -1-naphthylurea; 

N-(cis-4-tt4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'-[1 -(1-naphthyl)ethyl]urea; 

methyl N4[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-amino]carbonyl}phenylalaninate; 

N-(cis^4-(dimethylamino)quinolin-2-tf 

N-fS^loro^^limethoxyphenyD-N'-fcte^^ 
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N-(4*romo-2-methylphenyl)-N^(cis^-{[4-(^^ 

N-[(cis^[4-(dimethylamino)quinolln-2-yO^^ 

N-[(cis^[4-(dimethylamino)quino^ 

N-[(cis^[4-(dimethylamlno)quinolin-2-yQ^^ 

N-[(cis^[4-(dimethylamino)qu^ 

N-(2,4-dibromo-64luoropheny0^4(cis^[4-^ 

N-(2i6-diethylphenyl)-N , -[(cis^[4-(dlmethylamlno)quinoIin-2-yl]amino}-cy^ 

N-{2<hloro^-(trifluoromethy0phenylhN4^^ 

urea; 

N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-N'-(2-e% 

N-[(cis^[4-(dimethylamino)quinolin-2-y^ 

N-[(cis^[4-(dimethylamlno)quinol^ 

N-(24ert-butyl-6-methylphenyl)-N'-[(cis^-{[4-(dimethylamino}quinolin-2-^ cyclohexyl)methyl]urea; 

N«(24ert-butylpheny0-N'-[(cte^ 

N-[(cis^-{[4-(dimethylamino)quinolin^ 

N-(4*romo-2,6-dimethylphenyl)-N4(cis^^ 

N-(2,3-dichlorophenyl)-N4(cis^[4-(d^ 

N-(2,6-diisopropylphenyl)-N4(cis^[4-(dimethy^ 

1-(2,3-dfchloro-phenyl)-3-[cls^-(4-methyl-quinolin-2-ylamlno)<yclohexyl]-urea; and 
1-(2,3-dichloro^henyl)-3^cis-4-(4^ethyl-quinol^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

23. The compound according to claim 3 wherein is selected from the group consisting of: 

(i) alkyl, and 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• C^g alkoxy, 

(ii) carbocyclyl, 

(ill) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C t ^ alkyl, 

• Ct.5 alkyl substituted by halogen, 

• C t . 5 alkoxy carbony I, 

• C^s alkoxy, 

• C t . 5 alkoxy substituted by halogen, 

• mono-C t .5 aikylamino, 

• di-C^s aikylamino, and 

• carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• alkyl, 

• alkoxy carbonyl, and 

• carbocyclic aryl; 

L is Formula (VII); 
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Y is -C(S)NR 5 -; 

wherein carbocycllc aryl is phenyl or naphthyl; 
carbocyclyl is bicyclo[2.2.1]heptyl; 

heterocyclyl is 2,3-dihydro-benzo[1,4]dioxinyl, benzo[1 ,3]dioxolyl, isoxazolyl, orthienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

24. The compound according to claim 23 wherein Rg is methylamino or dimethylamino; p is 0; R3 and R4 are hydrogen; 
A is a single bond; B is a single bond or -CH 2 -; R 5 is hydrogen; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

25. The compound according to claim 24 wherein R 1 is selected from the group consisting of: 

(i) carbocyclic aryl, and 

carbocycllc aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C,^ alkyl, 

• C^s alkyl substituted by halogen, 

• C^ 5 alkoxy, 

• mono-C 1 . 5 alkylamino, and 

• di-Cj.s alkylamino, 

(ii) heterocyclyl, and 

heterocyclyl substituted by alkyl, and 
heterocyclyl substituted by alkoxy carbonyl; 
wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is thienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

26. The compound according to claim 1 selected from the group consisting of: 

N-(2,4-dimethoxyphenyl)-N'-(cis^ 

N-(cis-4-{[4-(dimethylamino)quino 

N-[4-(dimethylamino)-1 -naph^ 

N-(cis-4-ff4-(dimethylamino)qum^^ 

N-(cis^-{[4-(dimethylamino)quinolin-2-y^ 

N-(cis-4-{[4-(dimethylamino)quinoH 

N-(2,6-diethylphenyl)-N'-(cis^4-^ 

N-(4^romo-2,6-dimethylphenyl)-N , -(cis^[4-(dimethylamino)quinolin-2-yl]amino)cycloh 

N-(44)romo-2-methylphenyl)-N'-(cis^ 

N-[4-bromo-2-(trifluoromethyl)phenyl]-^ 

N-(5<hloro-2,4-dlmethoxyphenyO-NXcis^[4-(^^^ 

N-(2,4-dibromo-6-fluorophenyl)-N'-(cis-44[4-(dimethylamino )quinolin-2-yl]amino}cyclohexyl)thiourea; 
N-(2!4-dichloro-6-methylphenyl)-N'-(cis-4-{[4-(dimethyl amino)quinolin-2-yl]amino}cyclohexyl)thiourea; and 
methyl 3-({[(cis-4-{[4-(dimethylamino)quinol^^ 
thiophene-2-carboxylate; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

27. The compound according to claim 3 wherein R t is selected from the group consisting of: 

(i) C v8 alkyl, and 

C^e alkyl substituted by substituent(s) independently selected from the group consisting of: 
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• halogen, 

• CV5 alkoxy, 

• C V5 alkoxy substituted by carbocyclic aryl, 

• carbocyclyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
nitro, and 
- C^j alkoxy, 

(ii) C 2 _ 5 alkenyl, 
(Hi) carbocyclyl, 
(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) Independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• C^s alkyl substituted by halogen, and 

• C^g alkoxy; 

L is Formula (VII); 
Y is -C(0)O-; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is 9H-fluorenyl or menthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

28. The compound according to claim 27 wherein Rg is methylamino or dimethylamino; p is 0; R3 and R 4 are hydrogen; 
A is a single bond; B is a single bond or -CH 2 -; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

29. The compound according to claim 2 wherein Q is Formula (III); 

R 1 is selected from the group consisting of: 

(i) C^g alkyt, and 

C«,. 8 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• oxo, 

• C^s alkoxy, 

• C^s alkoxy substituted by carbocyclic aryl, 

• C^g alkylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by nitro, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by C,. 5 alkyl, 

• C^g alkoxycarbonyl, 

• mono-C^s alkylaminocarbonyl, 

• di-C,_ 5 alkylaminocarbonyl, 

• mono-C^s alkylamino, 

• mono-C, , 5 alkylamino substituted by cyano, 

• mono-C^ alkylamino substituted by carbocyclic aryl, 

• di-C^j alkylamino, 

• di-C^j alkylamino substituted by cyano, 

• di-C^g alkylamino substituted by carbocyclic aryl, 
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• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by C^ 5 alkyl, 

• di-carbocyclic arylamino, 

• di-carbocyclic arylamino substituted by C A . S alkyl, 

• carbocyciic arylsulfonylamino, 

• carbocyciic arylsulfonylamino substituted C 1v5 alkyl, 

• C^g alkylthlo, 

• C^s alkylthio substituted by substituent(s) independently selected from the group consisting of: 

carbocyciic aryl, 

- carbocyciic aryl substituted by halogen, and 
carbocyciic aryl substituted by C^g alkoxy, 

• carbocyciic arytthio, 

• heterocyclylthio, 

• heterocyclylthio substituted by C v5 alkyl, 

• C3-6 cycloalkyl, 

• cycloalkenyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• 0^5 alkyl, 

- 0^5 alkoxy, 

•• C^s alkenyl, and 

C2.5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
••• carbocyciic aryl, and 

«• carbocyciic aryl substituted by C^ 5 alkylsulfinyl, 

• carbocyciic aryl, 

• carbocyciic aryl substituted by substituent(s) independently selected from the group consisting of: 

~ halogen, 
•• hydroxy, 
•• nitro, 
0^5 alkyl, 

- C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 
••• oxo, 

••• carbocyciic aryl, and 
••• heterocyclyl, 

0^5 alkenyl, 
•• C^j alkoxy, 

0^5 alkoxy substituted by halogen, 
~ C t . s alkoxy substituted by carbocyciic aryl, 
•• carbocyciic aryloxy, 
" mono-carbocyclic arylaminocarbonyl, 

mono-carbocyclic arylaminocarbonyl substituted by halogen, 

di-carbocyclic arylaminocarbonyl, 
~ di-carbocyclic arylaminocarbonyl substituted by halogen, 

- carbocyciic aryl, and 
•• heterocyclyli 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 
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- alkyl, 
C,.5 alkoxy, 

C^j alkoxy substituted by carbocyclic aryl, 
•• carbocycllc aryl, and 

carbocycllc aryl substituted by halogen, 

(II) C 2 . 7 alkenyl, and 

C^y alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
nitro, and 
C^s alkoxy, 

(iii) alkynyl, 

(iv) C3_ 12 cycloalkyl, and 

cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^s alkyl, 

• C 1 _ 5 alkyl substituted by oxo, 

• 0^5 alkyl substituted by carbocyclic aryl, and 

• carbocyclic aryl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• C^o alkyl, 

• C-mo alkyl substituted by substituent(s) Independently selected from the group consisting of: 
•• halogen, 

•• 0X0, 

•• carbocycl ic ary loxy, 
carbocyclic aryl, and 
carbocyclic aryl substituted by C A . 5 alkyl, 

• Cj.y alkoxy, 

• C V7 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

carbocyelic aryl, and 
halogenated carbocyclic aryl, 

C 2 . 5 alkenyloxy, 
c 3-6 cycloalkoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by nitro, 
carbocyclic aryloxy substituted by C^g alkoxy, 
carboxy, 

C^s aikoxycarbonyl, 
mono-C^s aikylaminocarbonyl, 
di-C^g aikylaminocarbonyl, 
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mono-C^j alkylaminocarbonyl substituted by carbocycllc aryl, 
di-C^j alkylaminocarbonyl substituted by carbocycllc aryl, 
amino, 

mono-C^ alkylamino, 
di-C,_ 5 alkylamino, 

mono-C^ alkylamino substituted by cyano, 
di-C^s alkylamino substituted by cyano, 
C 2 . 5 alkynylcarbonylamino, 

alkynylcarbonylamino substituted by carbocyclic aryl, 
C^g alkoxycarbonylamino, 
(carbocyclic aryl)NHC(0)NH, 

(carbocyclic aryl)NHC(0)NH substituted by alkoxy, 
(carbocyclic aryl)NHC(0)NH substituted by haloganated C V5 alkoxy, 
arbocyclic aryl azo, 

carbocyclic aryl azo substituted by mono-C^ alkylamino, 
carbocyclic aryl azo substituted by di-C^ alkylamino, 
C t . 5 alkylthio, 

0^5 alkylthio substituted by halogen, 
carbocyclic arylthio, 

carbocyclic arylthio substituted by nitro, 
carbocyclic arylthio substituted by cyano, 
aminosulfonyl, 

mono-Cj.s alkylaminosulfonyl, 
di-C^g alkylaminosulfonyl, 
heterocyctylsultonyl, 
c 3-6 cycloalkyl, 

C&Q cycloalkyl substituted by alkyl, 
carbocyclic aryl, 
heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

C^s alkyl, 
•• carbocycllc aryl, and 
•• halogenated carbocyclic aryl, 

(vii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C,. 5 alkyl, 

• alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
hydroxy, 
•• alkylthio, 

•• C^s alkylthio substituted by carbocyclic aryl, 
•• C 1-5 alkylthio substituted by halogenated carbocyclic aryl, 
carbocyclic aryl, 

carbocycllc aryl substituted by halogen, and 
•• heterocyclyl, 

C^g alkoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by C^ 5 alkyl, 
C^s alkylthio, 
C 2 .s alkenylthio, 
carbocycllc arylthio, 
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• Carbocyclic arylthio substituted by alkoxycarbonyl, 

• C^alkylsulfonyl, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by C 1v5 alkyl, 

• C^g alkoxycarbonyl, 

• C^g alkoxycarbonyl substituted by carbocyclic aryl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
nitro, 
•• C t . 5 alkyl, and 

•• C^s alkyl substituted by halogen, 

• heterocyclyl; 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 9Wluorenyl, 9-oxo-9H-fluorenyl, 
adamantly, bicyclo[2.2.1]heptenyl, bicyclo[2.2.1]heptyl, indanyl, indenyl, or menthyl; 

heterocyclyl is 1,2,3-triazolyl, 1H-indolyl, 1H-pyrrolyl, 2,3-dihydro-1-oxo-isoindolyl, 2,3-dihydro-benzo 
[1 ,4]dioxinyl, 2,4-dihydro-3-oxo-pyrazolyl, 2/fbenzopyranyl, 2-oxo-benzopyranyl, 3,4-dihydro-2H-benzo[b] 
[1 ,4]dioxepinyl, 4,5,6,7-tetrahydro-benzo[b]thienyl, 4H-benzo[1 ,3]dioxinyl, 4-oxo-1 ,5,6,7-tetrahydro-indolyl, 
4-oxo-benzopyranyl, 9Afcarbazolyl, 9H-xanthenyl, azetidinyl, benzo[1 ,3]dioxolyl ( benzo[2,1,3]oxadiazolyl, 
benzo[1 ,2,5]oxadiazolyl, benzo[2,1,3)thiadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, furyl, imidazo 
[2,1-b]thiazolyl, isoxazolyl, morpholino, morpholinyl, oxazolyl, phenanthro[9,10-d]oxazolyl, piperidyl, pyrazolyl, 
pyrldyl, pyrimidyl, quinolyl, quinoxalyl, tetrahydrofuryl, thiazoiyl, orthlenyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
30. The compound according to claim 29 wherein ft, is selected from the group consisting of: 
(i) C,. 7 alkyl, and 

Oj.y alkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^alkoxy, 

• aikoxy substituted by carbocyclic aryl, 

• carbocyclic aryloxy, 

• mono-C^s alkylamino, 

• mono-Cj.s alkylamino substituted by substituent(s) independently selected from the group consisting of: 

cyano, and 
carbocyclic aryl, 

• di-C^s alkylamino, 

• di-Cj.5 alkylamino substituted by substituent(s) independently selected from the group consisting of: 

•• cyano, and 
carbocyclic aryl, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by C^ s alkyl, 

• di-carbocyclic arylamino substituted by C V5 alkyl, 

• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted by G,. 5 alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 
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•• halogen, 

nitro, 
- C^g alkyl, 

•• 0^5 alky) substituted by substituent(s) independently selected from the group consisting of : 

oxo, and 
••• carbocycllc aryl, 

•• C^s alkoxy, 

• heterocyclyl, and 

• heterocyclyl substituted by carbocycllc aryl, 

(ii) C 2 . 7 alkenyl, and 

C2.7 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocycllc aryl, and 

• carbocycllc aryl substituted by alkoxy, 

(iii) C3. 6 cycioalkyl, and 

C3-6 cycioalkyl substituted by substituent(s) independently selected from the group consisting of: 

• 0^5 alkyl, and 

• 0^5 alkyl substituted by carbocycllc aryl, 

(Iv) carbocycllc aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• C^g alkyl, 

• Cj.5 alkyl substituted by halogen, 

• C^s alkoxy, 

• C 1-5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
carbocyclic aryl, 
w carbocyclic aryl substituted by halogen, 

• C 2 . 5 alkenyloxy, 

• mono-C^s alkylamino, 

• di-C-,.5 alkylamino, 

• mono-C^s alkylamino substituted by cyano, 

• di-C t . 5 alkylamino substituted by cyano, 

• C 1a5 alkylthio, and 

• C t . s alkylthio substituted by halogen, 

(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• 0^5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• hydroxy.and 
carbocyclic aryl, 
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• C^s atkoxy, 

• carbocyclic arylthio, 

• carbocyclic arytthio substituted by alkoxycarbonyl, 

• C^^ alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
0^5 alkyl, and 

Cj.s alkyl substituted by halogen; 

L is Formula (VII); 

Y is a single bond or -CH 2 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 1W-indolyl, 1H-pyrrolyl, 2,3-dihydro-benzo[1 ,4]dioxinyl, 4-oxo-benzopyranyl, 9Afcarba- 
zolyl, azetidinyl, benzo[1 ,3]dioxolyl, benzo[b]thienyl,furyl, imidazo[2,1-blthiazolyl, pyrazolyl, pyridyl, orthienyl; 
and 

halogen is fiuoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

31 . The compound according to claim 30 wherein R2 is methylamino or dimethylamino; p is 0; R3 and R 4 are hydrogen; 
A is a single bond; B is a single bond or -CH 2 -; 

or a pharmaceutically acceptable satt, hydrate, or solvate thereof. 

32. The compound according to claim 31 wherein R 1 is selected from the group consisting of: 

(i) C^s alkyl, and 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

• mono-C 1 . 5 alkylamino, 

• mono-Cj.5 alkylamino substituted by cyano, 

• di-C^s alkylamino, 

• di-C^g alkylamino substituted by cyano, 

• mono-carbocyclic arylamino, 
» di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by C V5 alkyl, 

• di-carbocyclic arylamino substituted by alkyl, 

• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted by C V5 alkyl, 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by C.,. 5 alkoxy, 

(ii) C 2 . 5 aikenyl, and 

C2.5 aikenyl substituted by carbocyclic aryl, 
(Hi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• C U5 alkyl, 

• 0^5 alkoxy, 

• C^g alkoxy substituted by halogen, 

• mono-C^s alkylamino, and 

• di-C-j.g alkylamino, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 
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• halogen, 

• Chalky I, 

• C 1 . 5 alky I substituted by carbocyclic aryl, 

• C^g alkoxy, 

• C^g alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substltuent(s) independently selected from the group consisting of: 

•» halogen, 

•• C^s alkyl, and 

•• C 1-5 alkyl substituted by halogen; 
wherein carbocyclic aryl is phenyl or naphthyi; 

heterocyclyl is 1 H-indolyl, 4-oxo-benzopyranyl, azetidinyl, benzo[1,3]dioxofyl, or pyrazolyi; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

33. The compound according to claim 32 wherein R t is selected from the group consisting of: 

(i) C M alkyl, and 

C w alkyl substituted by substituent(s) independently selected from the group consisting of: 

• mono-C^j alkylamino, 

• mono-C^s alkylamino substituted by cyano, 

• di-C^s alkylamino, 

• di-C^g alkylamino substituted by cyano, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted by alkyl, and 

• carbocyclic aryl, 

(ii) C 2 . 5 alkenyl, and 

C2_ 5 alkenyl substituted by carbocyclic aryl, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• C^j alkoxy, and 

• C 1 . 5 alkoxy substituted by halogen, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^g alkyl, 

• Cj.5 alkyl substituted by carbocyclic aryl, 

• C^s alkoxy, 

• C^s alkoxycarbonyl, 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by halogen; 

wherein carbocyclic aryl is phenyl; 

heterocyclyl is 1H-indolyl, azetidinyl, or pyrazolyi; and 

halogen is fluoro, chloro, bromo, or iodo; 
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or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

The compound according to claim 1 selected from the group consisting of: 

NMcte^[(2,6-dirr»thoxybenzyQ^ 
amino* 

N2^cis^•[(2^thoxybenzyl)amino]cyclohexyO•N*,N 4 -dimethyl-5.6,7,8-tetrahydroqulna20llne-2,4-dlamine; 
N2^cis^4(1H-indol^-ylrnethyl)amino]cycloh 

!^c?e-4-[(2,5-dimetho^ 
amino* 

N2-( C is-4-{[(4-methoxy-1-naphthyl)methyQamino^^^ 
N^cisT{K5-methoxy-1H-indo^^^^^ 

line-2,4-diamine; , 

4-bromo-2^(ds^[4-(dirnethylam^^ 

6-methoxyphenol; 

N2-( C is-4-{[(5-bromo-1H-indol-3-yl)methyQamino}^ 
2,4-diamlne; 

4-{[(cis-4-{I4-(dimethylamlno)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)aminolmethylJ- 
2,6-dimethoxyphenol; 

N 2-{cis-4{(3-ethoxy-4-methoxybenzyl)amta^^ 
2,4-diamine; 

N4,N 4 -dimethyl-N2-{cis-4-[({3-[4-(trifluorom 
5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

N 4 ,N 4 -dimethyl-N2-{cis-4-[(3,4,54rlmemoxybenzyl)amino]cyclohexyl}-5,6,7,8-tetrahydroquinazoline-2,4-dh 

^N*-'dimethyl-NMcis^-[(pentamethylbenzyl)amino]cyclohexyl}-5,6,7,8-tetrahydro^ 
N2^cis^-[(3,5-dimethoxybenzy0arnino]cyclohexyl}-r^,N*-dimethyl-5,6,7,8-tetrahydroquinazoline-2,4-di- 

6-methoxyphenol; . 
4^(cis-4-{[4-(ditnethyiamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cycloh 

thyl-4H-chromen-4-one; 

ethyl 4,B-dichloro-34[(cis-4-{[4-(dimethylam^^ 

methyl}-1H-indole-2-carboxylate; 

N2-[cte-4-(P-(4-fluorophenyO-1H-pyrazol-4-yl^ 
quinazol!ne-2,4-diamine; 

N*,N+-dlmethyl-N2-[4-(pentamethylphenylmethyl-amlno)-cyclohexyn-5,6,7,84etrahydro.quinazoline-2,4-dh 
^{2*(cls^4-(dimethylamino)-5.6J,8-tetrahydroquin^ 

phenyl)amino]propanenitrile; . 
a-^-Hcis^^-tdimethylaminoJ-S.e^, 8-tetrahydroquinazolin-2-yl]amlno}cyclohexyl)amino)ethyl)(phenyl) 

aminojpropanenitrile; 

N-{(1Sh1-benzyl-2-[(cis-^[4-(dimemylamino)-5.6,7,84etrahydroquinazolin-2-yl]amino}cyclohexyl)am 

ethyl}-4-methylbenzenesu!fonamide; 
N2-(cis-4-{[2-(3,5-dimethoxyphenyl)ethyl]amino}cycloh 

N2^iH-(«1-(diphenylr^^ 
quinazoiine-2,4-diamine; 

N2-(cis-4-{[(2,6-dimethoxybenzyl)amino]methyl} cyclohexyl)-N*.N*-dimethyl-5,6,7.8-tetrahydroquinazoline- 

2,4-diamine; ,. _ , .. 

N 2.(cis-4-{[(2-ethoxybenzyl)amino]methyl}cyclohexyl)-N^*-dimethyl-5.6,7,8-tetrahydroquinazo 

amino* 

N2-(cis^[(1H-indol-3«y^^ 
2,4-diamine; 
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JESSES 

55*2^ 

5hE!!»^^ 

^oquEine-2%dSamine; 4-<«(ds^[4-(dime^ 

5*E2^ 

methyllamino}methyl)-2-fluoro-8-methoxyphenol; 

[JEJEJ!!^ 

ce7 ft«tetrahvdroauinazoline-2,4-diamine; 
dro-quinazoline-2,4-diaTi Jne i 
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NMcis^4-bromo-2-trifluorometho^ 

2,4-diamine; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
35. The compound according to claim 34 selected from the group consisting of: 
N2-(cis^[(^ 
*hyf^^ 
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quinazoline-2,4-diamine; 
N 2 ^cis^-[(4^romo-24rofluoromethoxy^ 
dro-quinazoline-2,4-diamine; and 
^,N 4 -dimethyl-N^cis^[(24rifluorom 
line-2,4-diamine; 

or a pharmaceutlcally acceptable salt, hydrate, or solvate thereof. 
36. The compound according to claim 29 wherein R 1 is selected from the group consisting of: 
(i) C 1-5 alkyl, and 

C-i-5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• C^s alkoxy, 

• C V5 alkoxy substituted by carbocyclic aryl, 

• C 1-5 alkylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by nitro, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by C, . 5 alkyl, 

• mono-C V5 alkylaminocarbonyl, 

• di-Cj.s alkylaminocarbonyl, 

• carbocyclic arylcarbonylamino, 

• C^alkylthio, 

• C^g alkyfthio substituted by substituent(s) independently selected from the group consisting of: 
•• carbocyclic aryl, and 

~ carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, and 
••• C^s alkoxy, 

• carbocyclic arylthio, 

• heterocyclylthio, 

• heterocyclylthio substituted by C^ s alkyl, 

• C3-6 cycloalkyl, 

• C 3-6 cycloaikenyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C^s alkyl, 
C r5 alkoxy, 
C 2 . 5 alkenyl, and 

•• C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
••• carbocyclic aryl, and 

••• carbocyclic aryl substituted by C^ 5 alkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 

nitro, 
- C V5 alkyl, 
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C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 
••• oxo, 

••• carbocyclic aryl, and 
••• heterocyclyl, 

•• C^s alkoxy, 

•• C^s alkoxy substituted by halogen, 

•• C V 5 alkoxy substituted by carbocyclic aryl, 

carbocyclic aryloxy, 
•• mono-carbocyclic arylaminocarbonyl, 

mono-carbocyclic arylaminocarbonyl substituted by halogen, 
" di-carbocyclic arylaminocarbonyl, 
« di-carbocyclic arylaminocarbonyl substituted by halogen, 

carbocyclic aryl, and 

heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

alkyl, 
C 1a5 alkoxy, 

C^s alkoxy substituted by carbocyclic aryl, 
— carbocyclic aryl, and 
" carbocyclic aryl substituted by halogen, 

(ii) C 2 . 5 alkenyl, and 

C M alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
nitro, 

(Hi) C M cycloalkyl, and 

C M cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^s alkyl, 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

oxo, and 
carbocyclic aryl, 

• carbocyclic aryl, 

(iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• alkyl, u 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
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•• 0X0, 

•• carbocyciic aryloxy, 

•• carbocyciic aryl, and 

- carbocyciic aryl substituted by alkyl, 

C 1 5 alkoxy, 

c/* alkoxy substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, and 

— carbocyciic aryl, 

carbocyciic aryloxy, 

carbocyciic aryloxy substituted by C n . 5 alkoxy, 
mono-C^s alkylaminocarbonyl, 
di-C^g alkylaminocarbonyl, 

mono-C^a alkylaminocarbonyl substituted by carbocyciic aryl, 
di-C^s alkylaminocarbonyl substituted by carbocyciic aryl, 
amino, 

mono-C^ alkylamino, 
di-C^g alkylamino, 
Ci_ 5 alkynylcarbonylamino, 

C 2 . 5 alkynylcarbonylamino substituted by carbocyciic aryl, 
(carbocyciic aryl)NHC(0)NH, 

(carbocyciic aryl)NHC(0)NH substituted by alkoxy, 
(carbocyciic aryl)NHC(0)NH substituted by haloganated alkoxy, 
C^g alkylthio, 

C^s alkylthio substituted by halogen, 
carbocyciic arylthio, 

carbocyciic arytthio substituted by cyano, 
mono-C^s alkylaminosulfonyl, 
di-0^5 alkylaminosulfonyl, 
carbocyciic aryl, 
heterocyctyl 

heterocyclyl'substituted by substituent(s) independently selected from the group consisting of: 

•• C^j alkyl, 

•• carbocyciic aryl, and 

•• halogenated carbocyciic aryl , 

(vi) heterocyctyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C*.* alkyl, # 
. c w alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• C^s alkylthio, 

•• 0^5 alkylthio substituted by carbocyciic aryl, 

•• C^g alkylthio substituted by halogenated carbocyciic aryl, 

carbocyciic aryl, 
•* carbocyciic aryl substituted by halogen, and 

heterocyclyl, 

• C^g alkoxy, 

• carbocyciic aryloxy, 

• carbocyciic aryloxy substituted by C t . 5 alkyl, 
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Cj.5 alkytthio, 
C 2 . 5 alkenylthio, 
carfoocyclic arytthio, 
C^alkylsulfonyl, 
carbocyclic arylsulfonyl, 

carbocyclic arylsulfonyl substituted by C V5 alkyl, 

carbocyclic aryl, . 
carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
nitro, and 
•• C^s alkyl, 

• heterocyclyl; L is Formula (VII); 
Y is -C(0)-; 

wherein carbocyclic aryl is phenyl, naphthyl, oranthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1 -oxo-indanyl, 9-oxo-9H-fluorenyl, or indenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1H-indolyl, 1Hi>yrrolyl, 2,3-dihydro-1-oxo-isoindo!yl, 2,4-dihydro- 
3-oxo-pyrazolyl, 2*benzopyranyl, 2-oxo-benzopyranyl, 4-oxo-1 ,5,6,7-tetrahydro-indolyl, 9*xanthenyl, 
benzo[1 t 3]dioxolyl, benzo[2,1 ,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, benzo- 
thiazolyl, furyl, isoxazolyl, morphollno, pyrazolyl, pyridyl, pyrimidyl, quinolyl, quinoxalyl, thiazolyl, orthlenyl; 
and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

37. The compound according to claim 36 wherein Ffe is methylamino or dimethylamino; p is 0; R3 and R 4 are hydrogen; 
A is a single bond; B is a single bond or -CH 2 -; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

38. The compound according to claim 37 wherein is selected from the group consisting of: 

(i) C^r alkyl, and . 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

0X0, 

C 1aS alkoxy, 

C^s alkoxy substituted by carbocyclic aryl, 
C^s alkylcarbonyloxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by halogen, 
mono-C^s alkylaminocarbonyl, 
di-C^s alkylaminocarbonyl, 
carbocyclic arylcarbonylamino, 
C« * alkytthio, 

C M alkytthio substituted by substituent(s) independently selected from the group consisting of: 

•• carbocyclic aryl, and 

carbocyclic aryl substituted by halogen, 

• heterocyclylthio, 

• heterocyclylthio substituted by C^. 5 alkyl, 

• C 3 ^ cycloalkyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C,. 5 alkyl, 
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- Cm Sl^a^uted by substltuent(s) independently selected from the group consisting of: 



••• carbocyclic aryl, and 

— carbocyclic aryl substituted by C^ s alkylsulfinyl, 



! caSic a?i substituted by substituent(s) independently selected from the group consisting of: 



halogen, 
•• hydroxy, 
nltro, 



C alky! 

- C* 5 alkyl'substituted by substituent(s) independently selected from the group consisting of: 



••• oxo, and 
••• heterocyclyl, 

~ C V 5 alkoxy, 
•• carbocyclic aryloxy, 
carbocyclic aryl, and 
•• heterocyclyl, 



heSclJl substituted by substituent(s) independently selected from the group consisting of: 



•• C^alkyl, 

C V 5 alkoxy, and 
•• carbocyclic aryl, 



1 ° 2 C 2 TS b V substituent(s) independently selected from the group consisting of: 



• carbocyclic aryl, and 

• carbocyclic aryl substituted by nitro, 

(Hi) cycloalkyl, and 

C3* cycloalkyl substituted by carbocyclic aryl 

(iv) carbocyclyl 



M ^^l^st bemut^ by substituent(s) independently selected from the group consisting of: 



halogen, 
hydroxy, 
cyano, 
nitro, 



c\* 2l substituted by substituent(s) independently selected from the group consisting of: 



~ halogen, 
•• oxo, and 
•• carbocyclic aryl, 



c)~ 5 5 a'S'substituted by substituent(s) independently selected from the group consisting of: 



halogen, and 
•• carbocyclic aryl, 

• carbocyclic aryloxy, 
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carbocyclic aryloxy substituted by C,. 5 alkoxy, 
mono-C^j alkylaminocarbonyl, 
di-C V5 alkylaminocarbonyl, 

mono-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 
di-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 
mono-C^g alkylamino, 
di-C^j alkylamino, 
C2.5 alkynylcarbonylamino, 

C 2 ^ alkynylcarbonylamino substituted by carbocyclic aryl, 
(carbocyclic aryl)NHC(0)NH, 

(carbocyclic aryl)NHC(0)NH substituted by alkoxy, and 
(carbocyclic aryl)NHC(0)NH substituted by haloganated alkoxy, 

(V0 h teS^I substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

! c]* S' substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
*> 0^5 alkylthio, 

•• 0^5 alkylthio substituted by carbocyclic aryl, 

•• Cvs alkylthio substituted by halogenated carbocyclic aryl, 

carbocyclic aryl, and 

heterocyclyl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C V5 alkyl, 

• Cj.5 alkylthio, 

! cyclic a!J !' substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• nitro, and 
- C^s alkyl, 

• heterocyclyl; 

wherein carbocyclic aryl is phenyl; 
carbocvclvl is 1-oxo-indanyl or indenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1 H-indolyl. 1 H-pyrrolyl, 2,3-dihydro-1 K>xo.isoindolyl 2<)xo-benzopyrany 
benzo[2,1,3^)Tadiazolyl, benzo[1,2,5]oxadiazolyl, furyl, isoxazotyl, morpholino, pyrazolyl, pyndyl, pynmidyl 
quinolyl, quinoxalyl, thiazolyl, or thienyl; 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
The compound according to claim 38 wherein R 1 is selected from the group consisting of: 

(0 C V s ^^^ ubstjtuted by substmjent( s) independently selected from the group consisting of: 

• oxo, 

• C^alkylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 
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mono-0^5 alkylaminocarbonyl, 
di-C^ alkylaminocarbonyl, 
carbocyclic arylcarbonylamino, 

caSK substituted by substituent(s) independently selected from the group consisting of: 

» halogen, 
•• C^s alkyl, 

Z c£ a!S subttituted by substituent(s) independent* selected from the group consisting of: 

— carbocyclic aryl, and 

— carbocyclic aryl substituted by alkylsulfinyl, 

caSIc ^'.'substituted by substnuent(s) independently selected from the group consfcting of: 

— halogen, 
•• hydroxy, 
nitro, 

^.5 alkyl, and 
m 0^5 alkoxy, 

SeScS substituted by substituent(s) independently selected from the group consisting of: 

•• C^s alkyl, 

C^s alkoxy, and 
•• carbocyclic aryl, 

) 'ta^ciraryTsubsti^ by substituent(s) independent* selected from the group consisting of: 

halogen, 
hydroxy, 
cyano, 
nitro, 

C* alkjl substituted by substituent(s) independently selected from the group consisting of: 
halogen, and 

0X0, 

C 14 alkoxy, 

C M alkoxy substituted by carbocyclic aryl, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by C t . 5 alkoxy, 
mono-C^s alkylaminocarbonyl, 
di-C, 5 alkylaminocarbonyl, 

mono-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 
di-C^ alkylaminocarbonyl substituted by carbocyclic aryl, 
C 2 . 5 alkynylcarbonylamino, 

C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
(carbocyclic aryl)NHC(0)NH, 

(carbocyelic aryl)NHC(0)NH substituted by alkoxy, and 
(carbocyclic aryl)NHC(0)NH substituted by haloganated alkoxy, 

H ° ^^dyl substituted by substituent(s) independently selected from the group consisting of: 
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halogen, 
nitro, 
C^s alkyl, 

alkyl substituted by halogen, 
C t . 5 alkyl substituted by heterocyclyl, 
cartocyclicaryloxy, 

carbocyclic aryloxy substituted by C V5 alkyl, 
C^s alkylthio, 
carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 
carbocyclic aryl substituted by nitro; 

wherein carbocyclic aryl is phenyl; 

SS^VSSSoW, 1H-pyrro*.. 2-oxo-benzopyranyl, benzoyl. 3]oxadiazo*.. benzo[1 .2,5]oxa- 
diazolyl.fuiyl, isoxazolyl, morpholino, pyridyl, quinoxalyl, orthienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical* acceptable salt, hydrate, or solvate thereof. 
, The compound according to claim 1 selected from the group consisting of: 
n / C fc^4-(dimethvlam^^ 

^chloroghenyl)^^ 

SSom * ^teis^[4 (dimethyl Jino)^.6.7.84etrahydroquinazor.n-2-yllamino)cyelohexy benzam de. 

m tilt iZetovZ no -5 6 7 s-tetrahydroquinazolin^-yOaminoJ^yclohexyO-A-fluorobenzam.de; 
ll^rriSfmethvlaminoJ-S 6 7.8-tetrahydroquinazolin-2-yOamino}-cyclohexyl)hexanamide; 
JfrLffA-fdlmethvlamino^^ 

^^SmeihviaminoVS 6 7.84etrahydroquinazolin-2-yOamino}^lohexyO-2i>henoxybutana^ide; 
MltilldmSSno-^ 

^Tro^N-t^^ 
?f e te^4-fdimethylamino^ 
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N-SUfl4.(<^ 

N?cte^4-(dime%lamino)-5.67.84etfahydroquinazolin^^ 

^zyl-3-tert-butyl-N-(cis^{[4-(dimethylamino)-5.67,84etrahydroquinffi 
Lt(dsT^[AdimeVamino)i,67 

N-rcis-4-ff4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl]amino}^lohexyObenzam 
N.(cis^4-(dlmethylamino)-5,67.8-tetiahyd«>quinazolln.2-y0aml^ 

1 2 3-triazole-4-carboxamide; . 
N-(cls^4-(dimethylamlno)-5,67^^^ 

N-cis^ff4-(dimethylamino)*,6^^^^ 
N-(cis^4-(dimethylamino)*^ 

id6* 

N-(cis^-{[4-(dimethylamino)-5,67,84etr^^ 

2. ' ( 3*hlor^^ 
mid©* 

3 . (2,6-dfchlorophenyl)-N-(cis^[4-(dimethyl^ 
5-methylisoxazole-4-carboxamide; 
N -(dsi[4-(dimethylamlnoV^^ 
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N-(cte^4-(dimethylaml^ 
N-jSiVfdimethyl^^ 

5^°^ds44[4-(dimethylamino)-5,67.8-tetrahydroquinazolin^ 
N^4^4-0^^ 

2-(2<hlo ro U-fluorophenyl)-N-(cis^W^ 
2*fu ram id© * 

5<hloro-N-(cis^[4-(dimethylamino)-^ 
N^^ d *[4-(dimethylamM^ 

N-?cte^[4-(dimethylamino)-5.67,84etrahydroquinazolin-2-y0amino}^clohexyl)-3 

N-(cis-4^4-(dimethylamino)-5A7,8-tetra^ 

N^clU^dimeWa™ 

1H-indol-3-yl)acetamide; 

N-(cis^{[4-(dimethylamino)-5,67.8-te^^ 

ide* 

2-benzyl-N-(ds-4H[4-(dlmethylamlno)-5,6,7,8-te^ 

2,2-bis(4^hlorophenyl)-N-(cis^[4-(dime%lamino)^,67,8-tetrahydroquinazolin-2-yl]amino)cyclohe 
acotarnida* 

N-(cis-4^4-(dimethylamino)-5.67,8-tetra^ 
nyl)-2-furamide; 

N-(cls-4H[4-(dlmethylamlno)-5,67.8-tetrahydroquina2olin-2-yQamlno}KyclohexyO-5-nitrothiophen 
N-(c^ff4-(dime%lamino)-5£^^ 

N- d cte-444-(dimethylamino)-5.67,8-tetrahydroquinazolin-2-y0amino}^lo^ 

3 n -acetyl-N-(cis^{[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl]amino^ 

5-bromo-N-(cis^-{[4-(dimethylamino)-5.6,^^ 
N.(cis-4H[4-(dimethylamino)-5,67,8-tetrahydro^^ 

2-ynthiolacetamide; , 
5-(4<hlorophenyO-N-(cis^[4-(dlmethylami^ 

2- (3%dfchlorophenyl)-N-^ 
acatamidd* 

N-(cis-4-ff4-(dimethylamino)-5.673-tetrahydroqulnazolin-2-ynamino}^clohexyl)-2-(4-hydroxy-3^ 

oxyphenyl)acetamide; 
4,5<libromo-N-(cis^[4-(dimeth^ 

3- (dimethylamino)-N-(cis^-{[4-(dimethylamino)-5,67,84etrahydroquinazolin-2-yl]amino}cycloh 

4 5^Womo-N-(cis^[4-(dimethylamino^^ 
N-(cis-4-<[4-(dimethylamino)-5,67.8-tetra^ 

N-(£Tc£(dimeW 
2H-isoindol-2-yl)phenyl]propanamide; 
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N-(cte^4-(d^t^^ 

«dS 

N-SXwdW.^ 
cetamide; 
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5^loro-N-(c^^ 
3^Lo-N4(cte^^ 
N^c^ 

2S55m 8-tetrahyd,^^^ 
N^[4-(dimethylamino)-5.6J3-tetrahyd^ 

N^V(d'^ 
mide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
The compound according to claim 40 selected from the group consisting of: 
N-(cis-4-{[4.(dimethylamino)^ 

Sro-McisWtdimethy.^ 

4^hto o-N- cis^4- dimethylamino)-5,6,7,84etrahydroquina20lin-2-yl^ 
^hlomphenyl)-^ 

3^1o-N-(cis^{[4-(dimethylamino)-5.6,7,8-tetrahydroquina20lin-2-ynaTnino}cycto 

N-cis-4-fl4-dimethylam^ 
N^iiime^ 

N.(cK4-(dimeth y lamino)-S,87.8-tetrahydn^ulna20lin-2-yQ OT 
N e Jcfe^(d^emylamino)-5,6,7.8-tetrahydroquin^ 

!l?cfe^4-(dinwthy^ . A 
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N-(cte^[4-(dimethylamino)-5,67.8-tet^ 
N-(cls^-{[4-(dlmethylamlno)-5,67,84e^^ 
N-(cis^-{[4-(dimethylamino)-5^7,8-tetra^ 
N-(cis^-{[4-(dimethylamino)-5,67.8-tetrahydro^^ 

N-fcte^4-(dimethylamino) 
3^loro-N-(cls^[4-(dimethylamino)-5,67,8^^ 

N-(cis^{[4-(dimethylanii^ 
N-(cis^-{[4-(dimethylarnino)-5,67,8-tetrahydro^^ 

N!(ds^i(dimethylam^ 

™SWiloro-N-(cis^[4-(dimethyla^ 
3-carboxamide; 

5-bromo-N-(cis^-{[4-(dimethylamino)-5,67,8-tetrahydroquina2olin-2-yl]amino}cyclohexyl)nicotina^ 

2- [(cis-4-{[4-(dimethylamino)-5,6,7. 8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)amino]-2-oxo-1-phenyle- 
thyt acetate; 

3- (2<hloro^-fluorophenyl)-N-(cis^4[4-(dimethylamino)^,87.8-tetrahydroquinazolin-2-yl]amino}cy- 
dohexyl)-5-methylisoxazole-4-carboxamide; 

N-(cis^[4-(dimethylamino)-5,67.84etrahydroquinazolin-2-yQamino}-<^lohexyl)-3-fluorobenzamide; 
N-(cis^-tf4-(dimethylamino)-5.673-tetra^ 

thynbenzamide; „ _ u v 

N-(cb^4-(dimethylamino)-5 > 67>tet^ 

5-nitrobenzamide; 

N-(cis^4-(dimethylamino)-5,673-tetrahydroqulnazolin-2-yl]amlno}^clohexyO-5-nltro-2-tui^ 

N-(cis^-{[4-(dlmethylamino)-5,67.8-tetrahydro^^ 

N-(cis^{[4-(dimethylamino)-5.673-tetrahy^^^ 

ide; 

N-(cis^-{[4-(dimethylamino)-5,67,8-tetrahydroquta^ 
mid©* 

2-(3<hlorophenoxy)-N-(cis-4^4-(dimethylamm^^ 

™(2^dichlorophenyl)-N-(cis^^ 

5-methylisoxazole-4-cart>oxamide; 

N-(cls^[4-(dlmethylamino)-5,67,84etrahydro^^^ 

2- (2<hloro^^ 
acet amide; 

5-(4K;hloro-2-nitrophenyl)-N-(cis^[4-^ 
clohexyl)-2-furamide; 

5^hloro-N-(cis^[4-(dimethylamino)-5,67,8-te^ 

boxamlde; t 
N-(cis-4-{[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl]amino}-^clohexyl)-5-iodo-2-furarnide; 

2,2*js(4<htorophenyl)-N-(cls^[4-(dlmethy^ 

acetamide; . 
N-(cis^-{[4-(dimethylamino)-5,67.8-tetrahydroquinazolin-2-ynamino}^clohexy0-5-nitrothiophene-2< 

boxamide; 

N-(cis^[4-(dimetoylamino)-5,67.8-tetrahydroquin^ 

™(dU^4-(dimethylamino)-5,6J^^^ 
mide; 

3- acetyl-N-(cis^-{[4-(dimethyl^ 
5-bromo-N-(ds^[4-(dim^ 
5.(4-chlorophenyO-N^cis^[4-(dime^ 

acetamide; 
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N-(cfs^-{[4-(dime%lamino)-5,6 ( 7,8-tet^^ 
oxyphenyl)acetamide; 

4,5^ibromo-N-(cis-4^4-(dime%lamino)-5,6,^^ 

N-(cis^4-(dimethylamino)-5,6,7,8-te^^ 

mide; 

N-(cis-4^[4-(dime%lamino)-5,67,8-teti^ydroquina2oljn-2-y0amino 

chromen-4-yl)acetamide; 

N-(cis-4-{[4-(dime%lamino)-5,6,7,8^^ 

luoromethoxy)phenyl]amino}cart>onyl)amino]-benzamide; 

3,5-dichloro-N-(cis^H[[4-(dimethylamjno)-5,67,8-tetrahydroquinazolin-2-yl]a^ 

prop-2-ynoyl)amino]benzamide; 

4-(4-tect-butylphenyl)-NHcis^[4-^ 

2- (7-ethyl-1H-indol-3-yl)-4-oxobutanamide; 
N-(cis^-{[4-(dime%lamino)-5,6,W^ 
4-ylpropyl)-5-phenyl-1 H-pyrrole-3-carboxamide; 
N-fcis^^dime^laminoJ-S.ey.S^etra^^ 
mide; 

N-(cis^-{[4-(dimethylamino)-5,6,^ 
acetamide; 

N 2 -benzoyl-N 5 -(cis^-{[4-(dimethy^ 
pylgiutamamide; 

N-(cls-4-{[4-(dimethylamino)-5,67,8-tetrahydroquina2olin-2-yl]amino}K7clo^^ 

N4cis^{[4-(dimethylamino)-5 ( 67,8-tetrahydroquinazolin-2-y0amino 

thy!]phthalamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahy^^^^ 

1 -[4-(methylsulfinyl)benzylidene]-1 H-inden-3-yl}acetamide; 

3- (benzy!oxy)-N-(cis-4-{[4-(dimethylamino)-5 I 67 l 8-tetrahydroquinazolin-2-yl]am 
benzamide; 

N-(cis^-{[4-(dimethy!a™^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroqu^ 

boxamide; 

N-(cls-4-{[4-(djmethylamino)-5,67,8-tetrahydroquinazolin-2-yl]amino}K^d 
role-2-carboxamide; 

5^hloro-N-(cis^-{[4-(dimethylamino)-5,6,7^ 
mide; 

N^cis^^dimethylaminoJ-S.ej.S-tetrahydro^^ 
namide; 

N-[(cis^[4-(dimethylamino)-5,6 t 7,8-tetra^^ 
nyl)acetamide; 

N-Kcis^^dimethylaminoJ-S.ej.S-tet^ 
luoromethyl)-3-furamide; 
N-[(cis^[4-(dimethylamino)-5,6,7,8-tetrahyd^^^ 
nicotinamide; and 

2 l 4 < 6-trichloro-N-[(cis-4-{[4-(dimethylamino)-5 ( 67,8-tetrahydroquinazolin-2-yl]amino^ 
zamide; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
42. The compound according to claim 29 wherein R 1 is selected from the group consisting of: 
(i) C v $ alkyl, and 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• aikoxy cart>onyl, 

• cartocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 
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•• halogen, 
- C V5 alkyl, 
•• alkenyl, and 
•• C|_5 alkoxy, 

• ^.5 alkylthio, and 

• heterocyclyl, 

(ii) C^cycloalkyl, and 

C3_ 6 cycloalkyl substituted by carbocyciic aryl, 
(Hi) carbocyctyl t 
(Iv) carbocyciic aryl, and 

carbocyciic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C^s alkyl, 

• 0^5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• oxo, and 
•• carbocyciic aryl, 

• C t . 5 alkoxy carbonyl, 

• C^y alkoxy, 

• C^y alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• carbocyciic aryl, 

• C 3 ^ cycloalkoxy, 

• carbocyciic aryloxy, 

• mono-C^s alkylamino, 

• di-C^g alkylamino, 

• alkylthio, 

• C^s alkylthio substituted by halogen, and 

• carbocyciic aryl, 

(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C V5 alkyl, 

• C t _ 5 alkyl substituted by halogen, 

• alkoxy carbonyl 

• C V5 alkoxy carbonyl substituted by carbocyciic aryl, and 

• carbocyciic aryl; 

L is Formula (VII); 
Y is -C(0)NR 5 -; 

wherein carbocyciic aryl is phenyl or naphthyl; 
carbocyclyl is indanyl, adamantly, or 9Wluorenyl; 

heterocyclyl is 2,3-dihydro-benzo[1 ,4]dioxinyl, 3,4-dihydro-2H-benzo[bJ[1,4]dioxepinyl t 4*benzo(1 3] 
dioxinyl, benzo[1 ,3]dioxolyl, fury), isoxazolyl, piperidyl, pyridyl, or thienyl; 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
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43. The compound according to claim 42 wherein R 2 is methylamino or dimethylamino; p is 0; R3 and R 4 are hydrogen; 
A is a single bond; B is a single bond or -CH 2 -: R 5 is hydrogen; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

44. The compound according to claim 43 wherein R 1 is selected from the group consisting of: 

(I) q.s alkyi, and 

C^s alkyi substituted by substltuent(s) independently selected from the group consisting of: 

• C^g alkoxy carbonyl, 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by halogen, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C^s alkyi, 

• 0^5 alkyi substituted by halogen, 

• C 1 . 5 alkoxy, and 

• C t . 5 alkoxy substituted by halogen, 

(iii) heterocyclyl, and 

heterocyclyl substituted by alkyi, and 
heterocyclyl substituted by carbocyclic aryl; 
wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is isoxazolyl; 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical ly acceptable salt, hydrate, or solvate thereof. 

45. The compound according to claim 1 selected from the group consisting of: 

N-(cis^-fl4-(dimethylamino)-5,6,^^ 
nyl)urea; 

N-(cis^-{[4-(dimethylamino)-5,6,^ 
N-(cis-4-{[4-(dimethylamino^ 
N-(cis-4-{[4-(dimethylamino^ 
urea; 

N-(cte-4-{[4-(dimethylamino)-5£ 
urea; 

N-(2,4-dibromo-6-fluorophenyl)-N'-(cte^ 
clohexyl)urea; 

N-(2,6-diethylphenyl)-N'-(cis^ 
N-(2^hlorobenzyl)-N^cis^[4-(d^ 
N-fcis^-^-fdime^laminoJ-S.ej.S-tetra^ 
phenyl)urea; 

N-(cis-4-{[4-(dime%lamino)-5,67 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrah^ 

phenyl)urea; 

N-(2-tert-butyl-6-methylphenyl)-N^^ 
clohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,67 

N-(4*romo-2,6-dimethylphenyl)-N'-(cis^ 

clohexyl)urea; 

N-fcis^^dimethylaminoJ-S.SJ.S^ 
isoxazol-4-yl)urea; 
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N-(cte^-{[4-(dime%lami^ 
N-(cis-4-{[4-(dime%lami^^ 
urea; 

N-(2,4-dibromophenyl)-N , -(cls^-{[4-(dimethylamino)-5,673-tetrahydroqu^ 
urea; 

N-(2,4-dichlorobenzyl)-N'-(c^ 
urea; 

N-(2,4-dimethoxyphenyl)-N'-(cis-4-W 
urea; 

N-(cis-4-{[4-(dime%lamlno)-5£ 

N-(cis^-[4-(dimethylamino)-5 t 67,8-tetrahydroquinazoIin-2-yl]amino}<yclohexy^ 

N-(cis^4-(dlme%lamino)-5 t 67»84etrahydroquinazol(n-2-yl]amino}<7clohexyO-N 

nyl)urea; 

N-(3,4-dimethoxyphenyl)-NXcis-4-{[4-(^^^ 
urea; 

N-(4^hloro-2-methylphenyl)^ 
clohexyl)urea; 

N-(cis^[4-(dimethylamino)-5,67,8-teta^ 

N-(cis-4^[4-(dimethylamino)-5,67,8-tetra^^ 

phenyl)urea; 

N-^hloro^^imethoxyphenyO-N 1 -^ 
c!ohexyl)urea; 

N-[1-(4-bromophenyl)ethyl]-N'-(cis-4^[4-(dimethylamino)-5,67,84etrahydroqujnazo 
clohexyl)urea; 

N-(4*romo-2-methylphenyl)-N^ 
clohexyl)urea; 

N-(cis^[4-(dimethylamino)-5,6^^ 
isoxazol-4-yl)urea; 
N-(2>dichlorophenyl)-NXcis-4-{^ 
urea; 

N-(cis-4-{[4-(dimethylamino^ 

N-(2,6-diisopropylphenyl)-N'-(cis-4^ 

urea; 

N-(cis^[4-(dimethylamino)-5,67,8^^ 
urea; 

N-(2 l 5-dimethoxyphenyl)-N , -(c(s-4-{[4-(dimethylamino)-5 I 67^-tetrahydroquin 
urea; 

N-(4^romo-2^hlorophenyl)-N^(cis^^ 
clohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)^^ 
phenyl]urea; 

N-Ucis^^dimethylamino^S.ej.a-teta^ 
phenyl)urea; 

N-(2,4-diftuorophenyl)-N4(cis^-{[4-(^^ 
methyljurea; 

N-Kcis^^-fdimethylaminohS.ej.S-tetra^ 
6-methylpheny I) u rea; 

ethyl N-({[(cis-4-{t4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]-am 
onyl)leucinate; 

N-[(cis^[4-(dimethylamino)-5 f 67,8-tetra^ 
nyl)urea; 

N-[(cis^[4-(dimethylamino)-5,6J,8-tetrahydro^ 

N-[(cis^[4-(dimethylamino)-5,67 ( 8-te^^ 

rophenyl)urea; 

N-[(cis^[4-(dimethylamino)-5A^8-tetraty^ 
bromophenyl)urea; 

N-(2,6-die%lphenyl)-N4(cis-4^[4-(d^ 
thyf]urea; 
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N-[2<hloro-6-(trffluoromethyO^ 
cyclohexyl)methyQurea; 

N-(2K:hloro-6^ethylphenyl)-N , -[(cis^-([4-(dimethyiamino)-5 > 67,8-tetrahydroqu^ 
clohexyOmethyQurea; 

N-[(cis^[4-(dimethylamino)-5,6,7,8-tetrah 
propylphenyl)urea; 

N-[(cls^[4-(dimethylamino)-5,6,7,8-te^^^ 
6-methylphenyl)urea; 
N-(2-tert-butyl-6nTiethylphenyl)-N4(cis^ 
clohexyOmethyQurea; 

N-(24ert-butylpheny0-N4(cis^[4-(dimethy^ 
thyQurea; 

N-(3K:hloro-2HTie%lphenyl)-N4(cis-4^ 
clohexyOmethyQurea; 

N-(4^romo-2,6-dimethylphenyl)-N4(cis^^^ 
clohexyl)methyl]urea; 
N-(2,6<liisopropylphenyl)-N4(cis-4-(^ 
methyljurea; 

N-[(cis^[4-(dimethylamino)-5,6,7,8-tetra^ 
6-nitrophenyl)urea; 

N-(2,6-dibromo^fluorophenyl)^4(cis-40[4-^ 
clohexyl)methyQurea; 
N-(2,6-dichiorophenyl)-N4(cis^[4-(d^ 
methyl]urea; and 

1-(2,3-dtehloroi>henyl)-3^cis^-(4<l^ 
thyQ-urea; 

or a pharmaceutical ly acceptable salt, hydrate, or solvate thereof. 
46. The compound according to claim 29 wherein R 1 is selected from the group consisting of: 

(i) Cj.9 alkyt, and 

C^e alkyl substituted by substituent(s) independently selected from the group consisting of: 

• mono-C^ alkylamino, 

• di-Cj.j alkylamino, 

• c 3-e cydoalkyl, 

• C34 cycloalkenyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• ^.5 alkyl, and 
C^s alkoxy, 

• heterocyclyl, 

(ii) C 2 . 5 alkynyl, 

(iii) C2.5 alkenyl, 

(iv) C3_ 12 cydoalkyl, 

(v) carbocydyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C t . 10 alkyl, 
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• alky! substituted by substituent(s) independently selected from the group consisting of: 
•• halogen, and 

•• 0X0, 

• carboxy, 

• alkoxy carbonyl, 

• C V5 alkoxy, 

• C^s alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by nitre, 

• mono-C 1 . 5 alkylamino, 

• di-C^g alkylamino, 

• C^g alkoxy carbonylamino, 

• carbocyclic aryl azo, 

• carbocyclic aryl azo substituted by substituent(s) independently selected from the group consisting of: 

•• mono-C 1 . 5 alkylamino, and 
•• di-C^g alkylamino, 

• C^g alkylthio, 

• alkylthio substituted by halogen, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by nitro, 

• amino sulfonyl, 

• heterocyclyl sulfonyl, 

• c 3-s cycloalkyl, 

• c 3-s cycloalkyl substituted by C 1 ^ alkyl, 

• carbocyclic aryl, and 

• heterocyclyl, 

(vii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• C t . 5 alkyl, 

• C^g alkoxy carbonyl, 

• carbocyclic aryloxy, 

• carbocyclic aryl, and 

• heterocyclyl; 

L is Formula (VII); 
Y is -C(S)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 

carbocyclyl is indanyl, bicyclo[2.2.1]heptyl, bicyclo[2.2.1Jheptenyl, or adamantly; 

heterocyclyl is 2,3-dihydro-benzo[1,4]dioxinyl, 4,5,6,7-tetrahydro-benzofbJthieny], benzo[1 ,3]dioxolyl, 
benzo[2,1,3]thiadiazolyl, furyl, isoxazolyl, morpholinyl, oxazolyl, phenanthro[9 ( 10-d]oxazolyl, piperidyl, pyra- 
zolyl, pyridyl, tetrahydrofuryl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

47. The compound according to claim 46 wherein Rg is methylamino or dimethylamino; p is 0; R3 and R 4 are hydrogen; 
A is a single bond; B is a single bond or -CH 2 -: Rg is hydrogen; 
or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
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48. The compound according to claim 47 wherein R 1 is selected from the group consisting of: 

(i) C^g alkyl, and 

C1-5 alk y' substituted by carbocyclic aryl, 

(ii) carbocyciic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• C 1-5 alkyl substituted by halogen, 

• C^s alkoxy, 

• 0^5 alkoxy substituted by halogen, 

• mono-C^s alkylamino, and 

• di-C-j.5 alkylamino; 

wherein carbocyclic aryl is phenyl or naphthyl; and 
halogen is ftuoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

49. The compound according to claim 1 selected from the group consisting of: 

N-(2,4-dimethoxyphenyl)-N , -(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2^ 
thiourea; 

N-(ds-4-ff4-(dime%lamino)-5,6,7,8-tete^ 
nyl)thiourea; 

N-(3,4-dimethoxyphenyl)-NXcis-4-{[4-(dimethyl^^ 
thiourea; 

N-[4-(dimethylamino)-1 -naphthyl]^^ 
clohexyl)thiourea; 

N-(cis^-{[4-(dimethylamino)-5,6,7,8-tetra^ 
phenyl)thiourea; 

N-(4^romo-2H;hlorophenyl)-N , -(cis-4^[4-(dimethylamino)-5,6,7,8-tetrahydroqnina2olin-2-yl]amin 
ciohexyl)thiourea; 

N-(cis^-{[4-(dime%laniino)-5,6,7,84etrahydro 

N-(cte-4-{[4-(dimethylamino)-5,6,7^ 

thiourea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrah^ 
thiourea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8^^^^ 

N-(cte-4-tf4-(dimethylamino)-5^ 

thiourea; 

N-(2,6-die%lphenyl)-N , -(cis^4[4-(dimethylamino)-5,6,7 l 84etrahydroquinazolin-2-yO^ 
thiourea; 

N-(4^romo-2,6-dimethylphenyl)-N , -(cis^-{[4-(dimethylamino)-5,6,7 ( 84etrahydroquinazol 
clohexyl)thiourea; 

N-(4^romo-2-methylphenyl)-N'-(cis^-{I4-^ 
clohexyl)thiourea; 
N-[44)romo-2-(trifluoromethyl)p^ 
cyclohexyl)thiourea; 

N-(4^:hloro-2^ethylphenyl)-N , -(cis^[4-(dimethylamino)-5 l 6,7,8-tetrahydroqu 
clohexyl)thiourea; 

N-^hloro^trifluoromethyOphenylJ-N^c^ 
cyclohexyl)thiourea; 
N-(cis-4-{[4-(dimethylamino)-5,6,7^ 
nyl)thiourea; 

N-(cis-4-{[4-(dime%lamino)-5,6,7 t 8-tetrah^ 
phenyl)thiourea; 
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N-(5Kihloro-2Adimethoxypheny^ 
clohexyl)thiourea; 

N-(2 l 4-dibromo-6-fluorophenyl)-N , -(cis^[4-(dimethylamino)-5,67 l 8-te^ 
c!ohexy!)thiourea; 

N-(2,4-dichloro-6-methylphenyl)-N^cis^^ 
dohexyf)thiourea; 

N-(cis^4-(dimethylamlno)-5,6,7,8-tete^ 
rea; 

N-^^romo^-ftrifluoromethoxyJphenyn-N'-fcis^^^dimethylaminoJ-S.e^ 
no}cyclohexyl)thiourea; 

N-(4^hloro-2 l 5-dimethoxyphenyO*N , -(cis-4^[4-(dimethylamino)-5,67,8-tetrah 

clohexyl)thiourea; and 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-te^^ 

thiourea; 

or a pharmaceutical !y acceptable salt, hydrate, or solvate thereof. 
50. The compound according to claim 29 wherein Rj is selected from the group consisting of: 

(i) C^e alkyl, and 

c t-8 a,k y' substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^g alkoxy, 

• C t . s alkoxy substituted by carbocyciic aryl, 

• carbocyclyl, 

• carbocyciic aryl, 

• carbocyciic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• nitro, and 
•• C^g alkoxy, 

(ii) C 2 . 5 alkenyl, 
(Hi) carbocyclyl, 

(iv) carbocyciic aryl, and 

carbocyciic aryl substituted by substituent(s) independently selected from the group consisting of: 

• haiogen, 

• alkyl, 

• alkyl substituted by halogen, and 

• C t . 5 alkoxy; 

L is Formula (VII); 
Y is -C(0)0-; 

wherein carbocyciic aryl is phenyl or naphthyi; 
carbocydyl is 9W-fluorenyl or menthyl; and 
haiogen isfluoro, chloro, bromo, oriodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

51. The compound according to claim 50 wherein R2 is methylamino or dimethylamino; p is 0; R3 and R 4 are hydrogen; 
A is a singie bond; B is a single bond or -CH 2 -; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

52. The compound according to claim 2 wherein Q is Formula (IV); p is 0; 

R 1 is selected from the group consisting of: 
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(i) alkyl, and 

C^e alkyl substituted by substltuent(s) Independently selected from the group consisting of: 

• halogen, 

• oxo, 

• C^g alkoxy, 

• C^s alkoxy substituted by carbocyclic aryl, 

• C^s aikylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by nitro, 

• carbocyclic aryloxy substituted by C.,^ alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by C^ mS alkyl, 

• C,. 5 aikoxycarbonyl, 

• mono-C 1-5 alkylaminocarbonyl, 

• di-C 1a5 alkylaminocarbonyl, 

• mono-C^s alkylamino, 

• mono-C^s alkylamino substituted by cyano, 

• mono-C^s alkylamino substituted by carbocyclic aryl, 

• di-C^ alkylamino, 

• di-C^ alkylamino substituted by cyano, 

• di-0,,5 alkylamino substituted by carbocyclic aryl, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by C t . 5 alkyl, 

• di-carbocyclic arylamino, 

• di-carbocyclic arylamino substituted by C V5 alkyl, 

• 0^5 alkoxycarbonylamino, 

• carbocyclic arylcarfoonylamino, 

• C^alkylthio, 

• C^s alkylthio substituted by substituent(s) independently selected from the group consisting of: 
•• carbocyclic aryl, 

« carbocyclic aryl substituted by halogen, and 
•• caibocyclic aryl substituted by C^ s alkoxy, 

• carbocyclic arylthio, 

• heterocyclylthio, 

• heterocyelyithio substituted by nitro, 

• heterocyclylthio substituted by C t . 5 alkyl, 

• c 3-e cycloalkyl, 

• C^cycloalkenyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

C^s alkyl, 
•• C^ 5 alkoxy, 
•• C 2 . 5 alkenyl, and 

•» C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
••• carbocyclic aryl, and 

~ carbocyclic aryl substituted by C,^ atkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 
•• halogen, 
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•• hydroxy, 
•• nitro, 

- C^g alkyl, 

- C V5 alkyl substituted by substltuent(s) independently selected from the group consisting of : 

••• 0X0, 

carbocyclic aryl, and 
••• heterocyclyl, 

•• C2.5 alkenyl, 

0^5 alkoxy, 
•• C 1>5 alkoxy substituted by halogen, 
•• C V5 alkoxy substituted by carbocyclic aryl, 

carbocyclic aryloxy, 
•• carbocyclic aryl, and 

heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 
•• C^s alkyl, 

~ C^g alkyl substituted by carbocyclic aryl, 

- q.g alkoxy, 

~ C t .5 alkoxy substituted by carbocyclic aryl, 

~ carbocyclic aryl, and 

~ carbocyclic aryl substituted by halogen, 

(ii) C 2 - 7 alkenyl, and 

C2.7 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• nitro, and 
C^g alkoxy, 

(iii) C2.5 alkynyl, and 

C2.5 alkynyl substituted by carbocyclic aryl, 
(>v) C3-6 cycloaikyl, and 

C3-6 cycloaikyl substituted by substituent(s) independently selected from the group consisting of: 

• C t .5 alkyl, 

• C^g alkyl substituted by oxo, 

• C t .5 alkyl substituted by carbocyclic aryl, and 

• carbocyclic aryl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• C^g alkyl, 

• C^g alkyl substituted by substrtuent(s) independently selected from the group consisting of: 
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•• halogen, 
oxo, 

» carbocyctic aryloxy, 
m carbocyclic aryl, and 

carbocyclic aryl substituted by alky!, 

C^s alkoxy, 

C^s alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
» carbocyclic aryl, and 

halogenated carbocyclic aryl, 

C 2 „ 5 alkenyloxy, 
cycloalkoxy, 
carbocyclic aryloxy, 

Carbocyclic aryloxy substituted by C^ 5 alkoxy, 
0^5 alkoxycarbonyl, 
mono-C^ alkylaminocarbonyl, 
di-C^g alkylaminocarbonyl, 

mono-C^j alkylaminocarbonyl substituted by carbocyclic aryl, 
di-0^5 alkylaminocarbonyl substituted by carbocyclic aryl, 
amino, 

mono-C^s alkylamino, 
di-C^s alkylamino, 

mono-Cj.5 alkylamino substituted by cyano, 
di-Cj.5 alkylamino substituted by cyano, 
C 2 _ 5 alkynybarbonylamino, 

C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
(carbocyclic aryi)NHC(0)NH, 

(carbocyclic aryl)NHC(0)NH substituted by alkoxy, 
(carbocyclic aryl)NHC(0)NH substituted by haloganated C^ 5 alkoxy, 
Ci.5 aikylthio, 

C^g aikylthio substituted by halogen, 
carbocyclic arytthio, 

carbocyclic arylthio substituted by cyano, 
mono-C^s alkylaminosulfonyl, 
di-C^s alkylaminosulfonyl, 
carbocyclic aryl, 
heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• alkyl, 

•• carbocyclic aryl, and 

« halogenated carbocyclic aryl, 

(vii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C^g alkyl, 

• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

hydroxy, 

C^s aikylthio, 
~ C 1a5 aikylthio substituted by carbocyclic aryl, 
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~ alkytthio substituted by halogenated carbocyclic aryl, 

carbocyclic aryl, 
•• carbocyclic aryl substituted by halogen, and 
•• heterocyctyl, 

• C^g alkoxy, 

• carbocyclic aryloxy 

• carbocyclic aryloxy substituted by alkyl, 

• C^s alkytthio, 

• C 2 . 5 alkenylthio, 

• carbocyclic arytthio, 

• carbocyclic arytthio substituted by C^. 5 alkoxycarbonyl, 

• 0^5 alkylsulfonyl, 

• carbocyclic arylsutfonyl, 

• carbocyclic arylsutfonyl substituted by C t . 5 alkyl, 

• C V5 alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• nrtro, 

alkyl, and 
~ C^g alkyl substituted by halogen, 

• heterocyctyl; 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl t 9-fluorenyl, 9-oxo-9Affluorenyl, bicyclo[2.2.1] 
heptyl, indenyl, or menthyl; 

heterocyctyl is 1,2,3-triazotyl, 1H-indolyl, 1H-pyrrolyl, 2,3-dihydro-1-oxo-isoindolyl, 2,3-dihydro-benzo 
[1,4]dioxinyl, 2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 2tf-benzopyranyl, 2-oxo-benzopyranyl, 
3,4-dihydro-2W-benzo[b][1 ,4]dioxepinyl, 4-oxo-1 ,5,6,7-tetrahydro-indolyl, 4-oxo-benzopyranyl, 9Afcarbazolyl, 
9H-xanthenyl, benzo[1 ,3]dioxolyl, benzo[2,1,3]oxadiazolyl, benzo[1 ,2,5]oxadiazotyl, benzo[b]thienyl, benzo- 
furyl, benzothiazolyl, furyl, imidazo[2,1 -bjthiazolyl, imidazolyl, isoxazolyl, morpholino, pyrazotyl, pyridyl, pyrim- 
idyl, quinolyl, quinoxatyl, thiazotyl, orthienyl; and 

halogen Is fluoro, chtoro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or sotvate thereof. 
53. The compound according to claim 52 wherein ft, is selected from the group consisting of: 
(i) C,^ alkyl, and 

0^7 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• C, . 5 alkoxy, 

• Cj.5 alkoxy substituted by carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• mono-C-j.5 alkylamino, 

• mono-C^s alkylamino substituted by substituent(s) independently selected from the group consisting of: 

cyano, and 
•• carbocyclic aryl, 

• di-C^s alkylamino, 

• di-C V5 alkylamino substituted by substituent(s) independently selected from the group consisting of: 
•• cyano, and 
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•• carbocyclic aryl, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by C^. 5 alkyl, 

• di-carbocy d ic arylamino substituted by alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C M alkyl, and 

•• C M alkoxy, 

(ii) C 2 . 7 alkenyl, and 

Ca.7 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by C^ 5 alkoxy, 

(Hi) Ca. 5 alkynyl, and 

C2.5 alkynyl substituted by carbocyclic aryl, 
(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• C^g alkyl, 

• 0^5 alkyl substituted by halogen, 

• C^g alkoxy, 

• C V5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• carbocyclic aryl, and 

•• carbocyclic aryl substituted by halogen, 

• C 2 _ 5 alkenyloxy, 

• mono-C^s alkylamino, 

• di-C^g alkylamino, 

• mono-C, . 5 alkylamino substituted by cyano, 

• di-C^j alkylamino substituted by cyano, 

• Cj.5 alkylthio, and 

• C^g alkylthio substituted by halogen, 

(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• C^j alkyl substituted by hydroxy, 

• C V5 alkoxy, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by C 1-5 alkoxycarbonyl, 

• C^g alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 
•• halogen, 
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Ct.5 alkyl, and 
•• C h5 alkyl substituted by halogen; 

L is Formula (VII); 

Y is a single bond or -CH 2 -; 

wherein carbocyclic aryl is phenyl or naphthyi; 

heterocyclyl is 1/findolyl, Ittpyrrolyl, 2,3-dihydro-benzo[1 ,4]dioxinyl, 4-oxo-benzopyranyl, 9H-carba- 
zolyl, benzo[1 ,3ldioxolyl, benzo[b]thienyl, furyl, imidazo[2,1-b]thiazolyl, pyrazolyl, pyridyl, or thienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

54. The compound acxording to claim 53 wherri^ R 3 and R 4 are hydrogen; 
A is a single bond; B is a single bond or -CH 2 -; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

55. The compound according to claim 54 wherein R 1 is selected from the group consisting of: 

(i) C2.5 alkenyl, and 

C2-5 alkenyl substituted by carbocyclic aryl, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• C^s alkyl, 

• alkoxy, 

• C^g alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• carbocyclic aryl, and 

carbocyclic aryl substituted by halogen, 

• C 2 _ 5 alkenyloxy, 

• mono-C^g alkylamino, 

• di-0,.5 alkylamino, 

• mono-C 1 . 5 alkylamino substituted by cyano, and 

• di-C^j alkylamino substituted by cyano, 

(iii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• 0^5 alkoxy, 

• Cj.5 alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C^g alkyl, and 

•• C^g alkyl substituted by halogen; 
wherein carbocyclic aryl is phenyl or naphthyi; 

heterocyclyl is 1W-indolyl, 9Hcarbazolyl, benzo[1 ,3]dioxolyl, pyrazolyl, or pyridyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a phanmaceutically acceptable salt, hydrate, or solvate thereof. 
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56. The compound according to claim 55 wherein R 1 is selected from the group consisting of: 

(0 C2-5 alkenyl, and 

alkenyl substituted by carbocyclic aryl, 
(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• alkyl, 

• C^alkoxy, 

• C t . 5 alkoxy substituted by halogen, 

• C 2 . 5 alkenyloxy, 

(Hi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C 1a5 alkyl, 

• C^g alkoxy, 

• alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by alkyl, and 

• carbocyclic aryl substituted by halogenated alkyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is IW-indolyl, 9>fcarbazolyl, benzo[1 ,3]dioxolyl, orpyrazolyl; and 
halogen Isfluoro, chloro, bromo, oriodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

57. The compound according to claim 1 selected from the group consisting of: 

N 2 -(cis-4-{[(5-bromo-1 H-indol-3-yl)methy0amino}cyclohexyl)-N^,N 4 -dimethylpyrimidine-2,4-diamine; 

N 2 ^cis-4-(tf5-(4-fluorophenyl)pynd^ 

ethyl 4,6-dichloro-3-{[(cis^-{[4^ 

2-carboxylate; 

N 2 -(cis-4-{[(2,6-dimethoxybenzyl)a^ 

N 2 -(cis^-{[(2-ethoxybenzyl)amino]methyfl^^ 

N 2 ^cis^-({[(4^ethoxy-1-naphthyl)mett^^^ 

N 2 {cis-4-({[(5^ethoxy-1H-indoW-yl)methy^^ 

amine; 

N 2 ^cis-4-({[(2^ethoxy-1 -naphthyO 

4-bromo-2-({[(cis^-{[4-(dimethylamino)pyrim^ 

phenol; 

N 2 ^cis-4-({[(5^romo-1H-indoW-yl)methy^ 

N 2 -(cis-4^[(2,4^imethoxybenzyl)aminoJme^ 

N 4 ,N*-dimethyl-N 2 -(cis^-{[(2,3,^ 

N 2 -(cis^{[(3-ethoxy-4-methoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,^-di 

N 4 N 4 -dimethyl-N 2 -(cis-4-{[({3^^ 

pyrimidine-2,4-diamine; 

N^N 4 -dimetoyl-N 2 -(cis-4-{[(3,4,5-^^ 

4-({[(cis-4^4-(dimethyiamino)pyrim 

nol; 

4-({[(cis^[4-(dimethylamino)pyrimidm^^ 
N 2 -(cis-4^[(5-bromo-2,4<Jimethoxybenzyl^ 
N 2 -(cis^[(5-bromo-2^ethoxybenzy0amino]methyQ^ 
N 2 {cis-4-({[4-(diethylamino)benzyH 
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N 2 lcis-4-({[(9^thyl-9HK*ito 
amine; 

N2-(cis^[(4-isopropoxybenz^ 

N 2 -(cis-4-{[(3 t 3-dipheny lprop-2-en- 1 -y OamlnoJmethyllcyclohexylJ-^.N^dimethylpyrimidin^^-diamine; 

4-({[cis^-{[4-(dimethylamino)pyrimidta^^^ 

N24cis^-[({[4-(dimemyla™^ 

2,4-dlamine; 

N^N^dimethyl-N^cis^^AS-trim^^ 
N 2 -(cis-4-{[(5-bromo-2-ethoxybenzyl)amta^^ 

N 2 -(cls-4^[(2,4<limethoxy-3-methylben2yl)amino]methyl}cyclohexyl)-N 4 l ^ 

N2-(cis^-{[(2,5<liethoxyben^ 

N 2 -(cis^-{[(2,4^lethoxybenzyl)amino]me^^^ 

N 2 -(cls^[(3,5^ibromo-2-methoxybenzyl)amino]methyl]cyclohexyO-N 4 ,N 4 ^ 

N 4 ,N 4 -dime%l-N 2 -(cis^[(2 l 4,5-triethoxybenzyl)amino]methyl}^clo 

N 4 N 4 -dimethyl-N 2 -(cis-4-{[fr^ 

N 2 -[cis^-({[2-(al!yloxy)benzyl]amino}m^ 

N^N^dimethyl-N^fcis^-HKI-me^ 

amine; 

N 2 -{cis-4-({[(7-methoxy-1 .S-benzodioxol-S-ylJmethylJaminoJmethylJ^clohexyO-^.f^-dimethylpyrimidine- 
2,4-diamine; 

N 2 -(cis-4^[(3-bromo^,5-dimethoxybenzyl)am^ 

N 2 -(cis-44[(4-methoxy-3-methyIbenzyl)amino]methyl}c^clohexyl)-N 4 ,N 4 -dimethylpyrimidin^ 
N 2 -(cis-4-{[(2-bromo-4,5-dimethoxybenzy^^ 

N 2 -(cis^[(3,4<limethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethylpyri 
N 2 -(cis^-{[(4-methoxy-2,5-dimethylben 

3- [[4-({[(cis^[4-(dimethylamino^ 
nojpropanenitrile ; 

N 2 ^cis^({4-[(4-bromobenzyl)oxy]benzyl}^ 
N 2 -(cis-4-{[(3,5-dibromo-2-ethoxybenzy0 
N 2 -[4-(4-bromo-2-trifluoromethoxy-benzyl)amino^ 
N 2 ^cis^-[2-(4-bromo-2-trifluoromethoxy^heny^ 
2,4-diamine ; and 

N 2 ^cis^-[(4-bromo-2-triftuoromethoxy-be 
amine; 

or a pharmaceutical acceptable salt, hydrate, or solvate thereof. 

58. The compound according to claim 57 selected from the group consisting of: 

ethyl 4,6-dichloro-3-{[(cis^[4-(dime^ 
2-carboxylate; 

N 2 ^cis-4-({[(4™ethoxy-1-naphthyl)m^ 
N 2 {cis^-(ff(2™ethoxy-1-naphthyl)methy^ 

4- bromo-2-({[(cis^-{[4-(dimethylamm^ 
phenol; 

N 2 -[cis-4-({[(54)romo-1H-indol-3-yl)^^ 

N 4 > N 4 -dimethyl-N 2 -(cis^{[(2 ( 3,4-trimethoxybenzyl)amino]methyl]^clohexy^ 

N 2 -(cis-4-{[(3-ethoxy^-methoxyben^^ 

N*N 4 -dimethyl-N 2 -(cis^{[(^^ 

pyrimidine-2,4-diamine; 

4-({[(cis^[4-(dimethylamino)pyrimid^^ 

nol; 

4-({[(cis-4^[4-(dimethylamino)pyrimid^^ 
N 2 -(cis-4-{[(5-bromo-2,4-dimetho 

N 2 -(cis-4-{[(5-bromo-2^ethoxybenzy0amino]methyl}cyclohexy0-N 4 I N 4 -dimet 

N 2 ^cis-4-({[(9^thyl-9H^rbazol-3-yl)methy0amino}methy0cyclohexyi]^ 

amine; 

N 2 -(cis-4-{[(3,3^iphenylprop-2-en-1-y0^^ 
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N 4 J N 4 -dimethyl-N 2 -(cis-44f(2,4,6-trimethoxybenzyl)amino]methyl)cycloh 

N 2 -(cis-4-{[(5-bromo-2-ethoxybenzyl)amino]me% 

N 2 -(cis-4-{[(2,4-dimethoxy-3-methyibenzyl)am^^^^ 

N 2 -(cis-4-{[(2,5-diethoxybenzyl)amino]methyl}^^ 

N 2 -(cis-4-fl(3,5<libromo-2-methox^ 

N 4 ,N 4 -dlmethyl-N 2 -(cis^{[(2 l 4,5-triethoxybenzyl)aminoJmethyOc^^ 
N 2 -[cis^-({[2-(allyloxy)benzyl]amino}me^ 

N 2 -[cis-4-({[(7-methoxy-1 ,3-benzodioxol-5-yl)methyl]amino}methyl)K^clohexyn-N 4 ^ 
2,4-diamine; 

N 2 -(cls-4-{[(3-bromo^ l 5-dimethoxybenzyl)amino]methyl}cyclohexyO-l^,N^ 

N 2 -{cis-4-[2-(4-bromo-2-trifluoromethoxy-ph 

amine; and 

N 2 -{cis-4-[(4-bromo-2-trifluoromethoxy-benzy^^ 
amine; 

or a pharmaceuticaliy acceptable salt, hydrate, or solvate thereof. 
59. The compound according to claim 52 wherein R 1 is selected from the group consisting of: 
(i) C«|_5 alkyl, and 

0^5 alley! substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• C^s alkoxy, 

• C^s alkoxy substituted by carbocyciic aryl, 

• C t . 5 alkylcarbonyloxy, 

• carbocyciic aryloxy, 

• carbocyciic aryloxy substituted by halogen, 

• carbocyciic aryloxy substituted by nitro, 

• carbocyciic aryloxy substituted by C V5 alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by C.,. 5 alkyl, 

• mono-C^g alkyiaminocarbonyl, 

• di-C^j alkyiaminocarbonyl, 

• mano-C^s alkylamino, 

• di-C^g alkylamino, 

• Mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• di-carbocyclic arylamino substituted by halogen, 

• carbocyciic arylcarbonylamino, 

• C t _ 5 alkoxycarbonylamino, 

• C im5 alkyithio, 

• 0^5 alkyithio substituted by substrtuent(s) independently selected from the group consisting of: 
•• carbocyciic aryl, and 

•• carbocyciic aryl substituted by substituent(s) independently selected from the group consisting of: 

«» halogen, and 
••• C vs alkoxy, 

• carbocyciic arytthio, 

• heterocyclylthio, 

• heterocycryithio substituted by C t . 5 alkyl, 

• heterocyclylthio substituted by nitro, 

• cycloalkyl, 

• c 3-e cycloalkenyl, 

• carbocyclyl, 
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• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

- C V5 alkyl, 
•• C^g alkoxy, 

•• C2.5 alkenyl, and 

•• alkenyl substituted by substltuent(s) independently selected from the group consisting of: 
•~ carbocyclic aryl, and 

••• carbocyclic aryl substituted by alkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 
nftro, 

- C,. 5 alkyl, 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 
••• oxo, 

••• carbocyclic aryl, and 
•~ heterocyclyl, 

•• C^s alkoxy, 

•• 0^5 alkoxy substituted by halogen, 

•• C^g alkoxy substituted by carbocyclic aryl, 

•• carbocyclic aryloxy, 

•• carbocyclic aryl, and 

•• heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

- C^g alkyl, 

C^j alkyl substituted by carbocyclic aryl, 
•• C^g alkoxy, 

C V5 alkoxy substituted by carbocyclic aryl, 
•• carbocyclic aryl, and 
•• carbocyclic aryl substituted by halogen, 

(ii) C 2 . 5 alkenyl, and 

C2.5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• nitro, 

("9 C3-6 cycloalkyl, and 

C3. 6 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^g alkyl, 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• oxo, and 

carbocyclic aryl, and 
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• carbocyclic aryl, 

(iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• C,. 5 alkyl, 

• c i-s a,k y< substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, 
•• oxo, 

•• carbocyclic aryloxy, 
•• carbocyclic aryl, and 

carbocyclic aryl substituted by C,. 5 alkyl, 

• C^s alkoxy, 

• C^a alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C M alkoxy, 

• mono-C^s alkylaminocarbonyl, 

• di-C.,.5 alkylaminocarbonyl, 

• mono-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 

• di-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 

• amino, 

• mono-C^s alkylamino, 

• di-C^g alkylamino, 

• C 2 . 5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

• (carbocyclic aryl)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by C M alkoxy, 

• (carbocyclic aryl)NHC(0)NH substituted by haloganated C,. 5 alkoxy, 

• C^g alkylthio, 

• c i-5 alkylthio substituted by halogen, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by cyano, 

• mono-C^g alkylaminosulfonyl, 

• di-0^5 alkylaminosulfonyl, and 

• carbocyclic aryl, 

• carbocyclic aryl substituted by halogen, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

- C,. 5 alkyl, 

•• carbocyclic aryl, and 

•• halogenated carbocyclic aryl, 

(vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 
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nitro, 

C t .5 alkyl, 

C^ 5 alkyl substituted by substltuent(s) independently selected from the group consisting of: 



•halogen, 
•C^g alkylthio, 

•C^s alkylthio substituted by carbocyclic aryl, 
•C^s alkylthio substituted by halogenated carbocyclic aryl, 
• • carbocyclic aryl, 

•carbocyclic aryl substituted by halogen, and 



• • heterocyclyl, 



• C^g alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C^ 5 alkyl, 

• alkylthio, 

• C 2 . 5 alkenylthio, 

• carbocyclic arylthlo, 

• C^s alkylsulfonyl, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by C^ 5 alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• nitro, and 
- ^.5 alkyl, 

• heterocyclyl; 

L is Formula (VII); 
Y is -C(O)-; 

wherein carbocyclic aryl is phenyl, naphthyl, oranthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-oxo-9Mluorenyl, or indenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1 Wndolyl, 1 H-pyrrolyl, 2,3-dihydro-1oxo-isoindolyl, 2,3-dihydro-benzofu- 
ryl, 2,4-dihydro-3-oxo-pyrazolyl, 2H-benzopyranyl, 2-oxo-benzopyranyl, 4-oxo-1,5,6,7-tetrahydro-indolyl 9Af 
xanthenyl, benzo[1 ,3]dioxolyl, benzo[2,1,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[blthienyl, benzofuryl 
benzothiazolyl, furyl, imidazolyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, quinolyl, quinoxalyl thi- 
azolyl, or thienyl; and ' 

halogen is fluoro, chloro, bromo, or lodo; 

or a phanmaceutically acceptable salt, hydrate, or solvate thereof. 

60. The compound according to claim 59 wherein R 2 is hydrogen, trifluoromethyl, methoxy, methylamino, dimethyl- 
amino, ethylamino, ethylmethylamino, or hydroxylethylmethylamino; p is 0; R 3 and R 4 are hydrogen- A is a sinole 
bond; B is a single bond or -CH 2 -; a 

or a pharmaceutical acceptable salt, hydrate, or solvate thereof. 

61. The compound according to claim 60 wherein R 1 is selected from the group consisting of: 

(i) C M alkyl, and 

C M alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C^ 5 alkoxy, 
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• mono-C t .g alkylaminocarbonyl, 

• di-Cj.g alkylaminocarbonyl, 

• mono-C t . 5 alkylamino, 

• alkylamlno, 

• mono-carbocyclic arylamlno, 

• di-carbocyclic arylamlno, 

• mono-carbocycllc arylamlno substituted by halogen, 

• di-carbocyclic arylamino substituted by halogen, 

• carbocyclic arylcarbonylamino, 

• C^g alkylthio, 

9 cycloaikyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

- q.g alkyl, 

C^g alkenyl, and 

~ C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
••• carbocyclic aryl, and 

••• carbocyclic aryl substituted by C 1a5 alkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
hydroxy, 
•• nitro, 
•• C V5 alkyl, 

•• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 
••• oxo, 

••• carbocyclic aryl, and 
••• heterocyclyl, 

C^g alkoxy, 

C V5 alkoxy substituted by halogen, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

- C^g alkyl, 

~ carbocyclic aryl, and 

•• carbocyclic aryl substituted by halogen, 

(ii) C 2 . 5 alkenyl, and 

C/xg alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• nitro, 

(iii) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substftuent(s) independently selected from the group consisting of: 
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• halogen, 

• hydroxy, 

• nitro, 

• C,* alkyl, 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
oxo, and 
•• Carbocyclic aryl, 

• alkoxy, 

• C t . 5 alkoxy substituted by substltuent(s) Independently selected from the group consisting of: 

•• halogen, and 
•• carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by alkoxy, 

• mono-C^g alkylaminocarbonyl, 

• di-C^s alkylaminocarbonyl, 

• mono-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 

• di-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 

• mono-C, . 5 alkylamino, 

• di-C t . 5 alkylamino, 

• C 2 . 5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamlno substituted by carbocyclic aryl, 

• mono-C^s alkylaminosulfonyl, and 

• di-C^s alkylaminosulfonyl, 

(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C^s alkyl, 

• c i-5 a,k y ! substituted by substituent(s) independently selected from the group consisting of : 

C^g alkylthio, 

C t . 5 alkylthio substituted by carbocyclic aryl, 
C t . 5 alkylthio substituted by halogenated carbocyclic aryl, 
•• carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 
heterocyclyl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C V5 alkyl, 

• C, . 5 alkylthio, 

• C^g alkylsulfonyl, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by C t _ 5 alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• nitro, and 
- q.g alkyl, 
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• heterocyclyl; 

wherein carbocyclic aryl is phenyi or naphthyi; 
carbocyclyl is 1-oxo-indanyl, 9-oxo-9Wluorenyl, or indenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1 W-indolyl, 1 H-pyrrolyl; 2,3-dihydro-benzofuryl, 2H-benzopyranyl, 9H-xan- 
thenyl, benzo[2,1,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thienyl, furyl, isoxazolyl, morpholino, pyra- 
zolyl, pyridyl, quinolyl, quinoxalyl, thiazolyl, orthlenyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
The compound according to claim 61 wherein is selected from the group consisting of: 
(i) C^s alkyl, and 

C V5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• carbocyclic arytoxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C,. 5 alkoxy, 

• mono-C^g alkylamino, 

• di-C^g alkylamino, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• di-carbocyclic arylamino substituted by halogen, 

• C^alkylthio, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 
- Cj.s alkyl, 

C^s alkoxy, and 

C^j alkoxy substituted by halogen, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

C t . 5 alkyl, 

carbocyclic aryl, and 
•• carbocyclic aryl substituted by halogen, 

(ii) C 2 . 5 alkenyl, and 

alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by nitro, 

(HI) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• nitro, 

• C t . 5 alkyl, 

• alkyl substituted by halogen, 
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• C^g alkoxy, 

• C V5 alkoxy substituted by halogen, 

• alkoxy substituted by carbocycllc aryl, 

• carbocyclic aryloxy, 

• carbocycllc aryloxy substituted by C.,. 5 alkoxy, 

• mono-Cj , 5 alkylaminocarbonyl, 

• dl-C^s alkylaminocarbonyl, 

• mono-C^g alkylaminocarbonyl substituted by carbocycllc aryl, 

• di-C^s alkylaminocarbonyl substituted by carbocycllc aryl, 

• mono-Cj.s alkylaminosulfonyl, and 

• di-C^j alkylaminosulfonyl, 

(v) heterocyclyl, and 

heterocyciyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C^g alkyl, 

• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 
•• alkylthio, 

•• 0^5 alkylthio substituted by carbocycllc aryl, and 

•• C^s alkylthio substituted by halogenated carbocyclic aryl, 

• Carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C^ 5 alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by halogen, 

• carbocyclic aryl substituted by nitro, and 

• heterocyclyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is 1-oxo-indanyl; 

heterocyclyl is 1 ,2,3-triazolyl, itf-indolyl, 1H-pyrrolyl, 2,3-dihydro-benzofuryi, 9/^xanthenyl, benzo 
[2,1,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thlenyl, furyl, isoxazolyl, pyridyl, quinoxalyl, thiazolyl, or 
thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

63. The compound according to claim 1 selected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-methoxybenzamide; 

3-bromo-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-benzamide; 

N-(cis-4-{[4-(dimethylamino)pyr^ 

3- chloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-benzamide; 

4- chloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)4)enzamide; 
4-chloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-nitrobenzamide; 
3,5<lichloro-N-(cis-4^[4-(dimethylamino)p 

3,4-dichloro-N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)pyrim^ 

N-(cis^[4-(dimethylamino)pyrimidin-2-^ 

N-(cls^{[4-(dimethylamino)pyrimidin-2-ylJamino}cyclohexyl)-3 l 5-^ 

N-(cis^[4-(dime%lamino)pyrimidin-2^ 

N-(cis^4-(dime%lamino)pyrimidin-2^ 

N-(cis^[4-(dime%lamino)pyrimidin-2^ 

N-(cis-4^[4-(dimeth^amino)pyrim^ 
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N-(cis^-{[4-(dime%lamino)pyr^ 

N-(cis-4-{[4-(dimethylamino)pyr!m(dln-2-ylJamino}cyclohexyl)-3-(trifl 

4-bromo-N-(cis-4-{[4-(dimethylamino^ ' 

N-(cis^-{[4-(dime%lamino)pyri^ 

N-(cis-4-{[4-(dime%lamino)pyrimi^ 

3^hloro-N-(ds-4^[4-(dimethylamino)pyri^^ 

N-(cls^4-(dimethylamino)pyrim!din-2-yl]amino}cyclohexy0^ 
N-(cis-4-{[4-(dime%lamino)py^^ 
N-(cte-4^4-(dime%lamino^ 
2,5^ichloro-N-(ds-4-{[4-(dime%^ 

1- benzyl-3-tert-butyl-N-(ds^{[4.(dimethylamjno)pyrimidin-2-yl]amino}^ 
mlde; 

N-(cis-4-{[4-(dime%lamino)pyrimM 

2- (4K:hlorophenoxy)-N-(cis^[4-(dime^^ 

1- (4^hlorophenyl)-N-(cis^[4-(dimethylamino)pyrimjdin-2-y0amino}<ycloh 

3- (2-chloro-6-fluorophenyl)-N-(ds-4-{^^ 

4- carboxamide; 

N-(cis-4-{[4-(dimethylamino^^ 

N-(cis^4-(dimethylami^ 

amide; 

N-(cis-4-{[4-(dimethylamino)pyri^^^ 

N-(cis-4-{[4-(dimethylamino)pyrimid^^ 

N-(ds-4-{[4-(dimethylamino)pyrimitf^ 

N-(cis^-{[4-(dimethyla™ 

N-(cis-4-{[4-(dimethylamino)pyr™^ 

2- (3-chlorophenoxy)-N-(cls-4-{[4-(d^ 

3- (2,6-dichlorophenyl)-N-(ds-4-{(4-(dimethyl^^ 

4- carboxamide; 

N-(cis-4-{[4-(dimethylamino)py^ 
N-(cis-4-{[4-(dimethylamino)pyrimid^ 
N-(cis-4-{[4-(dime%lamino)pyi1m^ 
2-(4-chlorophenoxy)-N-(cis-4-{[4-(d™ 

2- (2,3-dihydro-1-benzofuran-5-yl)-N-(ds^^^^^ 

4- carboxamide; 

3- tert-butyl-1 -(2,4-dichloroben 

zole-5-carboxamide; ri 

6^Woro-N-(ds-4-{[4-(dimethylami^^ 

N-(cis-4-{[4-(dime%lamino)pyr^ 

5- (4-chloro-2-nitrophenyl)-N-(cis^ 
N-(cis-4-{[4-(dime%lamino)pyrimM^ 
*Hcte-4-{[4-(dime%lamlno)pyr^ 
N-(cis-4-{[4-(dimethylamino)pyr^ 
N-(cis-4-{[4-(dimethylamino)py 
N-(ds-4-{[4-(dimethylamino)pyr™^ 
1-benzyl-N-(ds-4-{[4-(dimemyl^^ 

3-acetyl-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cydohexyl)-benzamide; 

5-bromo-N-(ds-4-{[4-(dimethylamino)pyrimidin-2-ynamino}cyclohexy^ 

5-(4-chlorophenyQ-N-(cis-44[4-^ 

4,5-dibromo-N-(cis-4-{[4-(dimethyl^^ 
*-^ 5 - di - te ™ 

N 2 ,N 6 -dfoenzoyl-N-(ds-4-{[^ 
3-(dimethylamino)-N-(cis-4-{[4-(d^^ 
4,5-dibromo-N-(cis^[4-(dime%lam^ 
N-(cis-4-{[4-(dimethylami^ 

N-(cis-4-{[4-(dime%lamino)pyr™^ 3-thiazol-4-yl)aceta- 
mide; 

N-(cis-4-ff4-(dimethylami^ 
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ttSr° Phenyl) " N " (C ^^^ 
N-(cte^4-(dime^ 

N 2 (c.s-4-{[4-dime%lamino)pyrimidin-2-yl]amino}cyclohexyO-2-^ 

N-(cls-4-fl4-(dlmethylamino)pyrimldln-2-yl]amino}cyclohexyl)-3-phenoxyb6nzamide 

3-tenzoyl-N-(cis-44[4-(dime%lamino)pyrimidin-2-yllaminoJ^clohexyl)benzamid 

ElfJll^^ 

N-(ci8-4-ff4-(dim^ 

N-jc«-4.tf4-(dmethylammo)pyhmidin-2-yOamino}cyclohexyl)-2-methyl-1,5^ 

2-methyl-5-phenyl-1H-pynrole-3-carboxamide; 
N-(cis^4-(dimethyla^ 

Nnfa»^4^cllmMlqflamlno||iyrfe^^ 

N-(cis^-{(4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-5-(3-nit ro 

N-tcis-^^fdimethylaminoJpyrimidin^-ylJaminoJcyclohexyO^-nitrobenzamide- 

N-(cls^4-(dlmethylamino)pyrlmidin-2-yl]amino}cyclohexy0-2-mesityl-2-oxoacetamlde- 
3.5^rteft*utyl-N-(cis^^4-(dimethylamin O )pyrimidin-2-y0amm 

4 t" ,o ;?;T^ 

4^htoro-N-[(c l s^{[4-(dimethylamino)pyrimidi^ 

21 ^1 ^ ( i imethy, ^ ino)p y rimid ^ 

Ml CIS 1l^i ,met u ylaminO)Pyrimidin " 2 ' y0 ^ iM ' 

mISI? 4 ;!^ 

*H(«s^4-(difnethylamlno)py^^^ 
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N-[(cis^[4-(dimethylamino)pyrimidln-2-yl]amino}cyclohexyl)methyl]-2-(1-naphthyl)acetamide; 
N-[(cis^[4-(dlmethylamino)pyrimidin-2-yGamlno^ 

N-[(cis^[4-(dimethylamino)pyrimidin-2-yqamino}cyclohexyl)methyG-2,4,6-trimethylbenzamide; 
2A6-trichloro-N-[(cis^(4-(dimethylamino^ 

(2E)-3-(2<hlorophenyl)-N-[(cis^-{[4-(dimethylamino)pyrimidin-2-yQamino}cyclohexyl)methyl]acfylamide- 
N-[(cis^[4-(dimethylamino)pyrimidin-2-yQami™^^ 

N-f(cls^[4-(dimethylamino)pyrimldin-2-yOamino}cyclohexyl)methyl]-2,3-dlphenylpropanamide; 

N-[(cis^[4-(dimethylamino)pyrimidin-2-ynamino}(^clohexyl)methyl]-5-iodo-2-furamide; 

(2E)-N{(cis^[4-(dimethylamino)pyrimi^^ 

N-[(cis^[4-(dimethylamino)pyrimidin-2-^^ 

2-benzyl-N-[(ds^[4-(dimethylamino)pyrimidin-2-ynamino}cyclohexyl)-methyl]ben^^ 
2,24>is(4«hlorophenyl)-N-[(ds^[4-(dimet^ 

N-[(cis^[4-(dimethylamino)pyrimidin-2-yQ^^ 
N-[(cis^[4-(dimethylamino)pyrimidin^^ 
N-[(cis^[4-(dimethylamino)pyrimidin^ 
mide; 

N-[(cis^(4-(dimethylamino)pyrimid^ 

2-(1-benzothien-3^l)-N-[(cis^-{[4-^ 

N-[cis^-(4<limethylamino^^ 

N-[cis^-(4-dimethy!am™ 

C4cis-(4^hloro-phenyl)^thyl-amino]-N^^ 

2-(3,4-difluoro-phenyl)-N-[cis^-(4-dimethyl^^ 

4^hloro-N-[cis^-(4-dimethylamino-pyri^^ 

5-bromo-N-[cis^-(4-dlme%lamino-pyrimid^ 

3^hloro-4-fluoro-N-[cis-4-(4-methylamm^ 

N-[cis^-(4<limethylamlno-pyrimidin^^ 

3^hloro-NHpis^-(4<jimethylamino-pyri^^ 

N-[cis^-(4-dimethylamino^yrimidm^^^ 

N-[cis-4-(4-dimethylamino-pyrimidin-2^^ 

2- (3 f 4-dtehloroi>henoxy^N-[cis^^ 

N-[cis-4-(4^imethylamino^yrimi^ and 
N-[cis^-(4-dimethylamino-pyrimidin-2-y^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

64. The compound according to claim 63 selected from the group consisting of: 

3- bromo-N-(cis-4^[4-(dimethylamm^ 
N-(cis-4-{[4-(dimethyl^^ 
3K:hloro-N-(cis^[4-(dimethylamin^ 
4<*loro-N-(cis^[4-(dimethy^ 
3,5<!tehloro-N-(cis-4^[4-(dim^ 

3,4-dichloro-N-(cis-4H[4-(dimethylamino)pyrimidin-2-y0amino}^clohexyl)ben2ami 
N.(cis-4-{[4-(dlmethylamlno)pyrimidin-2-yl]amino}cyclohexyl)-3,4-difluoroben ' 
N-(cis-4-{[4-(dimethylamlno)pyrimidi^^^ 
N-(cis-4-{[4-(dimethylamino^ 

4- bromo-N-(cis^-{[4-(dlmethylamino)pyrimidin-2-y0amlno}cyclohexyl)-3-methylbenzamide; ' 
N-(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyO-3Hodobenzamide; 
3^hloro-N-(cis^[4-(dimethylamino)py^ 

N-(cis-4-{[4-(dimethylamm ' 

N-(cjs-4-{[4-(dimethylamino)pyr™^ 

N-(cis-4-{[4-(dimethylamino)pyrimid^^ 

2-(4^hlorophenoxy)-N-(cis^[4-(dimemyl^^ 

N-(cis-4-{[4-(dimethylamino)py^^ 

^cis-4-{[4-(dimemylaminofo^^ 

amide; 

N-(cis-4^4~(dimethylamino)pyrim^ 
N-(cis«4-{[4-(dime%lamino)pyrimta^^ 
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2- (3^hlorophenoxy)-N-(cis^[4-(dime%lamino)p^ 

3- (2,6-dtehloroghenyl)-N-(cis^[4-^ 

4- carboxamide; 

N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]^ 

N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-4-t(dipropylam 
2-(2,3-dihydro-1-benzofuran-5-yl)-N-(cis^-{[4-(dimethylamino)^ 

4- cartooxamide; 

N-(cis-4-{[4-(dimethylamino)pyr^ 

5- (4KJhloro-2-nitrophenyl)-N-(cis^[4-(dimethylamino)pyrimidin-^ 
N-(cis-4-{[4-(dimethylamino)p^ 
5-bromo-N-(cis^[4-(dlmethylamino)pyrimidin-2-^^ 
5-(4^:hlorophenyl)«N-(ds^[4-(dimethylamino)pyri^^ 

2- (3,5-di-tert-butyl-4-hydroxypheny!)-N-(cis^^^^ 
mide; 

4,5<libromo-N-(cis-4^[4-(dimethyta^ 
N-(cls^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyO 
N-(cis^-{[4-(dimethylamino)pyrimidin-2-yO 
4-oxobutanamide; 

N-(cis^-{[4-(dimethylamino)pyrimid^ 
N-(cis-4-{[4-(dimethylamino)pyTO 

N'-tcis^-i^^dimethylaminoJpyrimidin^^IlamlnoJcyclohexylJ-N^-bte [(1 S)-1 -phenylethyl]phthalamide; 

3- (benzyloxy)-N-(cis^-{[4-(dimethylamino)pyrim^ 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yljamino}cyclohexy0-2^ 
ide; 

H2^(2<hloro^-fluorobenzyl)thio]ethyl}-N-(cte^ 
2-methyl-5-phenyl-1H-pyrroIe-3-carboxamide; 
2-[4-(4^hlorophenyl)-2-phenyl-1,34W^ 
clohexyQacetamide; 

N-(cis-4-{[4-(dimethyiamino)pyrimidin-2-yl]amino}cyclohexyl)-5-nitrot 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyO-lH^e 

3,5^i-tert^utyl-N-(cis-4^[4-(dlmethylamlno)pyrim^ 

N-[(cis^[4-(djmethylamino)pyrimidin-2-y0amjno}cyclohexyl)methyl]-2,2-dip 

N-[(cis^-{[4-(dimethylamino)pyrimidin-2-yfl 

(2E)-N^(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohex^ 

N-[(cis^[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)methyl]-2-(1-naphm 

N-[(cis^[4-(dimethylamlno)pyrimidln-2-yQam^ 

(2E)-N^(cis-4^[4-(dimethylamino)pyrim 

N-[(cls^[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)methy0^^xoin 

2,2-bis(4K5hlorophenyl)-N4(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]am 

N-[(cis^[4-(dimethylamino)pyrimidin-2-y0amto^^ 

N-[(cis^[4-(dimethylamlno)pyrfmidin-2-yQamino}^^ 

N-[(cis^-{[4-(dimethyIamino)pyrimi 

mide; 

N-[(cis^[4-(dimethylamino)pyrimidin-2-y0amino}^ 
2-(1-ben20thien-3-yl)-N-[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]am 
N4cis-4-(4<Hmethylamlno-pyrimldin-2-ylamino)^ 
N-[cis-4-(4-dimethylamino-pyrimidi^ 

C-[cis-(4^hloro-phenyl)-ethyl-amino]-N-[4-(4<limethylamino-pyrimidin-^ 

4- chloro-N-[cis^-(4-dlmethylamino-pyrimidin-2-ylamino)-cyclohexyQ-3-fluoro^ 
N-[cis-4-(4-dimethylamjno-pyrimidin-2-ylamino)^clohexyl]-3,4,54rffl 
2-(3,4-dichloro^henoxy)-N-[cis^-(4-dimethylamlno-p^ 

N-[cis-4-(4-dimethylamino-pyrimidin-2-ylam^ and 
N-[cis-4-(4-dimethylamino-pyrimidin-2-yl^^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

65. The compound according to claim 52 wherein R 1 is selected from the group consisting of: 
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(i) C V5 alkyl, and 

C^j alkyl substituted by substituent(s) independently selected from the group consisting of: 



alkoxy carbonyl, 
C^g alkylthlo, 
carbocycllc aryl, 

carbocyclic aryl substituted by substltuent(s) Independently selected from the group consisting of: 

•• halogen, 
10 - alkyl, and 

•• alkenyl, 

(■) C M cycloalkyl, 

C M cycloalkyl substituted by carbocycllc aryl, 
15 (Hi) carbocycllc aryl, and 

carbocyclic aryl substituted by substltuent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 
20 • nitro, 

• C M alkyl, 

• C 1m5 alkyl substituted by halogen, 

• alkoxy carbonyl, 

• alkoxy, 

25 • C M cycloalkoxy, 

• carbocycllc aryloxy, 

• C^g alkylthlo, and 

• carbocyclic aryl, 

30 (iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 



45 



• alkyl, 

• C 1 . 5 alkyl substituted by halogen, and 

• carbocyclic aryl; 

L is Formula (VII); 
Y is -C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
OM tuTS^t^^' 4m ^' 3 ^ dro - 2 ^W.4]dioxeginy., benzofl ,3]diox- 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

66. The compound according to claim 65 wherein Rg is methylamlno or dimethylamino; p is 0; FU and R, are hydroaen- 

^52£T* is a sin9le bond or " CH2 " : ,s hydrogen; or a *™»»+ A^SSSi 

*> 67. The compound according to claim 66 wherein R, is selected from the group consisting of: 

(i) C^j alkyl. and 

C,. 5 alkyl substituted by carbocyclic aryl, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 
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• C,. 5 alkyl, 

• C^g alkyl substituted by halogen, 

• C^g alkoxy, and 

• c 3-e cycloalkoxy, 



(iii) heterocyclyl, and 

heterocyclyl substituted by C 14 alkyl, and 
heterocyclyl substituted by carbocyclic aryl; wherein carbocyclic aryl is phenyl or naphthyl- 

heterocyclyl is isoxazolyl; and 

halogen isfluoro, chloro, bromo, oriodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
68. The compound according to claim 1 selected from the group consisting of: 

N-(cis-4-fi4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-N'-mesitylurea; 

N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-N^(2,4,6-trchlorophenyl)urea; 

N-(cis^-{[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexy0-N'-(2,4,6-tribromophenyl)urea , ; 

N-(2.4-dibromo-6-fluorophenyl)-N^(cisw»^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)urea- 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-N'-(diphenylmethyl)urea- 

N-(4*romo-2,6-dimethylphenyl)-N'-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)urea- 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-N'-[1 -(1 -naphthyl)ethyl]urea; 

N-(cis^-{[4-(dimethylamino)pyrimidin-2-ylJamino}cyclohexyO-N^(3,4,5-trimethoxyphenyl)urea- 

N-(4-diloro-2-methylphenyl)-N , -(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)urea- 
N-(5^loro-2,4-dimethoxyphenyl)-N'-(cis^[^ 

N-(4-bromo-2-methylphenyl)-N , -(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)urea- 

N-(2,6-dibromo-4-isopropylphenyl)-N , -(cis^[4-(dimethylamino)-pyrimidin-2-yl]amino}cyclohexyl)urea- 
N-[3-(cy^peritylo)tf^ 

N-[(cis^[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)methyll-N'-(2.6-dimethylphenyl)urea- 

N-(2.4-difluorophenyl)-N , -[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]urea-' 

N-[(cis^[4-(dimethylamino)pyrimidln-2-y0amino}cyclohexyl)methylJ-N^(2^thyl-6-methylphenyl)'urea- 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-y0amino)cyclohexyl)methyl]-N'-(4-fluorophenyl)urea; 

N-Kcis^-i^tdimethylaminoJpyrimidin^-ylJaminoJcyclohexyOmethyll-N'-mesitylurea; 

N-[(cis^-{[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)methyl]-N , -(2,4,6-trichlorophenyl)urea- 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-ylIamino}cyclohexyl)methylJ-N'-(2,4,6-tribromophenyl)urea' 
N-p,4-dibromo-6-fluorophenyl)-N4(ci^ 

N-(2,6-diethylphenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yllamino}cyclohexyl)methyl]urea- 
N^hloro^-ftrffluoromethyOpheny^ 

N-(2*hloro^e%lpheny0^^ 

N-[(cis^^4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methylJ-N , -(2-ethyl-6-lsopropylphenyl)urea- 

N-[(cis-4-{[4-(dimethylamino)pyrimldin-2-yQamino}cyclohexyl)methyQ-N , -(2-methyl-3-nitropheny0urea- 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methylJ-N'-(2-propylphenyl)urea- 

N-(2-tert-butyl-6-methylphenyl)-N4(cis^H[4-(dimethylamino)pyrimidin-2-yl]amino}cydohe^ 

N-(2-tert-butylphenyl)-N^[(cis-4-{[4-(dlmethylamlno)pyrimldln-2-yl]amino}cyclohexyl)methyl]urea- 
N-(3<hloro-2Hnethylphenyl)-^ 

N-4*romo-2« 

N-[4-chloro-2-(tnftuoromethyl)phenyW 

N-[(cte^[4-(dimethylamino)pyrim^^^ 

N -K cl8 ^[4-(dmethylamino)pyrim^ 

!^f!!! c * loroph ^ 

N-(2,3-dichlorophenyl)-N4(cis^^4-(dimethylainino)pyrimidin-2-yQ-amino}cyclohexyl)methynurea- 
^l(c's^-[4-(dimethylamino)pyrimid^^ 
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N-(2 l 6.dibromo-4-fluorophGnyl)-N , -[(cis^-{[4.(dimethylamino)pyrim^ 

N-(2,6-dichlorophenyl)-N4(cls^[4-(d^ 

^[(cis^[4-(dimethylamino)pyrimid^ 

N-[(cis^[4Hdimethylamino)pyrimidin-2-yQamino}cyclohexyl)meth 
N-(3,4-difluorophenyf)-N4(cls^ 

N-(3,5-difluorophenyl)-N4(cis^[4-(d^^ and 
N-(3*hloro^luorophenyl)-N4(cis-4^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

69. The compound according to claim 52 wherein R 1 is selected from the group consisting of: 

(i) C^s alkyl, and 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• C^s alkoxy, 

(ii) carbocyclyl, 

(Hi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• ^.5 alkyl, 

• C^g alkyl substituted by halogen, 

• C^g alkoxy carbonyl, 

• C^s alkoxy, 

• C^g alkoxy substituted by halogen, 

• mono-0,.5 altylamino, 

• di-C^ alkylamino, and 

• carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• alkyl, 

• C^s alkoxy carbonyl, and 

• carbocyclic aryl; 

L is Formula (VII); 
Y is -C(S)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is bicyclo[2.2.1]heptyl; 

heterocyclyl is 2,3-dihydro-benzo[1 ,4]dioxinyl, benzo[1 ,3]dioxolyl, isoxazolyl, or thienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

70. The compound according to claim 69 wherein Rg is methylamino or dimethylamino; p is 0; R3 and R 4 are hydrogen; 
A is a single bond; B is a single bond or -CH 2 -; R 3 is hydrogen; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

71. The compound according to claim 70 wherein R 1 is selected from the group consisting of: 
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carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• C^s alkyl, 

• C^g alkoxy, 

• mono-C^s alkylamino, and 

• di-C^j alkylamino; 

wherein carbocyclic aryl is phenyl or naphthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

72. The compound according to claim 1 selected from the group consisting of: 

N-(4-cyanophenyl)-N'-(cis-4-{[4-(dimethylamino)pyrimidln-2-yl]amino}-cyclohexyl)thiourea; 

N-(2,4-dimethoxyphenyl)-N , -(cis^{[4-(dimethylamino)pyrimidin-2-yl]-amino}cyclohexyl)thiourea; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]am^ 

N-p^-dimethoxyphenylVN'^cte^-^-fd^ 

N-[4-(dimethylamino)-1-naphthyl]-NXcis^^^ 

N-(cis-4-{[4-(dimethylamino)pyrimidin^^ 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexy0-N'-mesitylthiourea; 

N-(4^romo-2 l 6-dimethylphenyl)-N , -(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)^ 

N-(5^hloro-2,4-dimethoxyphenyl)-N'-(cls-4^[4-(dimeth^^ 

N-(2,4-dibromo-6-fluorDphenyl)-N'-(cis^4[4-(dimethylamino)pyrimidin-2-yOamino}cyclohexyO and 
N-(2,4-dichloro-6-methylphenyl)-N , -(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)thiourea; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

73* The compound according to claim 52 wherein R, is selected from the group consisting of: 

(i) C^q alkyl, and 

C V8 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkoxy, 

• Cj.5 alkoxy substituted by carbocyclic aryl, 

• carbocyclyl, 

• carbocyclic aryl, 

• Carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
nitro, and 
alkoxy, 

(ii) C 2 . 5 alkenyl, 

(iii) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^g alkyl, 

• C-j.5 alkyl substituted by halogen, and 

• C^s alkoxy; 

L is Formula (VII); 
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Y is -C(0)0-; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is 9H-fluorenyl or menthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

74. The compound according to claim 73 wherein ^ is methylamino or dimethylamino; p is 0; ftj and R 4 are hydrogen; 
A is a single bond; B is a single bond or -CH 2 -: 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof 

75. The compound according to claim 2 wherein Q is Formula (IV); p is 1 or 2; 
R-i is selected from the group consisting of: 

(0 alkyl, and 

C M6 a,k y' substituted by substrtuent(s) independently selected from the group consisting of: 

• hydroxy, 

• oxo, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

- alkyl, 

•• C^s alkyl substituted by halogen, and 

•• C^j alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

alkyl, and 
•• C^s alkyl substituted by halogen, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group consist- 
ing of: 

•• halogen, 

•• alkoxy, and 

- C^g alkyl, 

• carbocyclic arylsulfinyl, 

• carbocyclic arylsulfinyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C^g alkyl, and 

•• C^g alkyl substituted by halogen, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C t . 5 alkyl, and 

•• C^s alkyl substituted by halogen, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 
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•• halogen, 
•• nitro, 

•• C^g alkylcaftonylamino, 
■• c 3-e cycloalkylcarbonylamino, 
- C t . 5 alkyl, 

C t . 5 alkyi substituted by halogen, 
•• C U5 alkoxy, and 

•• C^g alkoxy substituted by halogen, and 

• heterocyclyl, 

CO C 3-12 cydoalkyl, and 

C3-12 cyc^alkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by substitutent(s) independently selected from the group consisting of: 

C^g alkoxy, 
•• halogen, 
•• C^g alkyl, and 

C^s alkyl substituted by halogen, 

(Hi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C^q alkyl, 

• c i-io a,k y' substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• hydroxy, 

• alkoxy, 

• C^g alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• carbocyclic aryl, 

• carboxy, 

• 0^5 alkoxycarbonyl, 

• di-Ct.g alkylamino, 

• C^g alkylcarbonylamino, 

• C M cycloalkylcarbonylamino, 

• 0^5 alkylthio, 

• C V5 alkyteulfinyl, 

• C^g alkylsulfonyl, 

• carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• amino, 

• C^g alkyl, 
C t . 5 alkyl substituted by halogen, 
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• C,^ alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, 
- alkyl, 

C^s alkyl substituted by halogen, and 
•• C^j alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by halogen, 

• heterocyclyl sulfonyl, 

• heterocyclyl sulfonyl substituted by C V5 alkyl, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• alkylthio, 

• C 1-5 alkylsulfinyl, 

• carbocyclic arylsulfinyl, 

• carbocyclic arylsulfinyl substituted by halogen, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by substituents(s) independently selected from the group consisting of: 

•• halogen, 
•• 0^5 alkoxy, 

C^g alkyl, and 
•• C^g alkyl substituted by halogen, 

R 2 is selected from the group consisting of: 

amino, C,^ alkyl, C V5 alkoxy, -NfR^fR^), wherein is hydrogen or C,^ alkyl and R^ is C 1 5 alkyl or C 3 - 
cycloalkyl; * * 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 3,4-dihydro-lH-isoquinoiinyl, benzo[1 ,3]dioxolyl, furyl, isoxazolyl, oxazolyl, pyrazolyl, 
pyrazinyl, pyridyl, pyrimidyl, or thienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

76. The compound according to claim 75 wherein R, is selected from the group consisting of: 

(I) C^e alkyl, and 

C^e alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
- C^s alkyl, 

» C 1a5 alkyl substituted by halogen, and 

■• C^s alkoxy, and 

•• C^g alkoxy substituted by halogen, 

(ii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic arylsulfinyl, and 

• carbocyclic arylsulfinyl substituted by halogen, 
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L is Formula (VII); 

Y is a single bond or -CH 2 -; 

R 2 is -NfR^XR^), wherein Rg a is alkyl and is C^.g alkyl; 
carbocyclic aryl is phenyl; 
heterocyclyl is pyrazinyl; and 
halogen is fluoro, chloro, or brorno; 

or a pharmaceutical ry acceptable salt, hydrate, or solvate thereof. 

77. The compound according to claim 76 wherein R 1 is selected from the group consisting of: 

(0 C^e alkyl, and 

Cj.16 a| ty' substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
alkoxy, 

(ii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic arylsulf inyl, and 

• carbocyclic arylsulfinyl substituted by halogen, 

R 2 is -N(R2a)(R2b). wherein is alkyl and is C^g alkyl; 
carbocyclic aryl is phenyl; 
heterocyclyl is pyrazinyl; and 
halogen is fluoro or bromo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

78. The compound according to claim 77 wherein R, is selected from the group consisting of: 

heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic arylsulfinyl, and 

• carbocyclic arylsulfinyl substituted by halogen, 

Rg is -N(R2a)(R2b). wherein f^a * c i-s ^ *zb ls c i-5 a W> 
carbocyclic aryl is phenyl; 
heterocyclyl is pyrazinyl; and 
halogen is fluoro; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

79. The compound according to any one of claims 76 to 78 wherein p is 1 and T is C^ 5 alkyl; R3 and R4 are both 
hydrogen; A and B are both single bonds: 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

80. The compound according to claim 1 selected from the group consisting of: 

N 2 ^cis^-[(3,5-dimethoxybenzyl)^ 
N 2 4cis^-[(34)romobenzyl)amino]cyclohexyl}-^^ 

N^cis^[(3,4-difluorobenzy0amino]cyclohex and 
NMcis^-({6-[(3,4-difluorophenyf)su^ 
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amine; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

81. The compound according to claim 1 is: 

N 2 ^cls^-({6-[(3,4^ifIuorophenyl)suifinyl]pyrazin-2-yQamino)cyclohexyi]-N 4 
amine; 

or a pharmaceuticalty acceptable salt, hydrate, or solvate thereof. 

82. The compound according to claim 75 wherein R 1 is selected from the group consisting of: 

(i) C^e alkyl, and 

C i-16 a,k y' substituted by substituent(s) independently selected from the group consisting of: 

• hydroxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C^g alkyl, 

~ C t . 5 alkyl substituted by halogen, and 

•• C^s alkoxy, 



• heterocyclyloxy, 

• heterocyclyloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C V5 alkyl, and 

•• C^g alkyl substituted by halogen, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group consist- 
ing of: 

~ halogen, 

•• C^s alkoxy, and 

- C V5 alkyl, 

• carbocyclic arylsulf inyl, 

• carbocyclic arylsulf inyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

— C^ 5 alkyl, and 

C^g alkyl substituted by halogen, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C^g alkyl, and 

C^s alkyl substituted by halogen, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substrtuent(s) independently selected from the group consisting of: 

halogen, 
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- Chalky!, 

•• C^s alkyl substituted by halogen, and 
C^g alkoxy, 

(ii) cycloalkyl, and 

C 3-12 cycloalkyl substituted by substltuent(s) Independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by substitutent(s) independently selected from the group consisting of: 

C V5 alkoxy, 
halogen, 
•• C^s alkyl, and 

•• C^g alkyl substituted by halogen, 
(ili) carbocyclic aryl, and 

carbocyclic aryl substituted by substltuent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C 1-10 alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• hydroxy, 

• C,* alkoxy, 

• C.,^ alkoxy substituted by halogen, 

• carboxy, 

• C 1 . 5 alkoxycarbo ny I, 

• di-C 1 . 5 alkylamino, 

• C 1 .5 alkylcarbonylamino, 

• C 3< cycloalkylcarbonylamino, 

• alkylsulfonyl, and 

• carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• amino, 

• C M alkyl, 

• C M alkyl substituted by halogen, 

• C 1-fl alkoxy, 

• carbocyclic aryloxy, 

cartocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

- C M alkyl, 

•• C M alkyl substituted by halogen, and 

•• C^g alkoxy, 

heterocyclyloxy, 

heteroeyclyloxy substituted by halogen, 
heterocyclyl sulfonyl, 

heterocyclyl sulfonyl substituted by alkyl, 
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• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• C^s alkylthlo, 

• C V5 alkylsulfinyl, 

• carbocycllc arylsulfonyl, 

• carbocycllc arylsulfonyl substituted by substrtuents(s) Independently selected from the group consisting of: 

•• halogen, 

- C^s alkoxy, 

•• C^j alkyl, and 

•• alkyl substituted by halogen, 

L Is Formula (VII); 
Y Is -C(0)-; 

R 2 is selected from the group consisting of: 

amino, alkyl, C,. 5 alkoxy, -NfR^R^), wherein R^ is hydrogen or C V5 alkyl and R~ b is C« 5 alkyl or 
C 3 ^ cycioalkyl; 

wherein carbocyclic aryl Is phenyl; 

heterocyclyl Is benzo[1 ,3]dioxolyl, furyl, isoxazolyl, oxazolyl, pyrazolyl, pyrazinyl, pyridyl, pyrimidyl, or 
thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

The compound according to claim 82 wherein is selected from the group consisting of: 

(i) alkyl, and 

alkyl substituted by substituent(s) independently selected from the group consisting of: 

• hydroxy, 

• carbocycllc aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
alkyl, 

C^s alkyl substituted by halogen, and 
•• C^j alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by halogen, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group consist- 
ing of: 

•• halogen, 

•• C^s alkoxy, and 

- C^s alkyl, 

• carbocyclic arylsulfinyl, 

• carbocyclic arylsulfinyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

C^j alkyl, and 
•• C^g alkyl substituted by halogen, 

• carbocyclic arylsulfonyl, 
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• carbocyclic arylsulfonyl substituted by substituent(s) independently selected from the group consisting of: 

•• C^' alkyl, and 

C^s alkyl substituted by halogen, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substltuent(s) Independently selected from the group consisting of: 

•• halogen, 
C^s alkyl, and 

C^g alkyl substituted by halogen, 
(ii) C 3 . 12 cycloalkyl, and 

C3.12 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by substitutent(s) independently selected from the group consisting of: 

•• C^g alkoxy, 
~ halogen, 
0^5 alkyl, and 

0^5 alkyl substituted by halogen, 
(Hi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C^q alkyl, 

• alkyl substituted by substituent(s) Independently selected from the group consisting of: 

halogen, and 
hydroxy, 

• alkoxy, 

• alkoxy substituted by halogen, 

• carboxy, 

• C t ^ alkoxycarbonyl, and 

• C^alkylsulfonyl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• Chalky!, 

9 C^s alkyl substituted by halogen, 

• C 1-a alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

- C,. 5 alkyl, 

•* 0^5 alkyl substituted by halogen, and 

•» C V5 alkoxy, 

• heterocyelyloxy, 

• heterocyelyloxy substituted by halogen, 
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• heterocyclyl sulfonyl, 

• heterocyclyl sulfonyl substituted by alkyl, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 



• alkylthio, 

• carbocycllc arylsulfonyl, 

• carbocycllcarylsulfonylsubstrtutedbysubstltuents(s)indepe 

halogen, 
•• 0^5 alkyl, and 

•• C M alkyl substituted by halogen, 
R2 is selected from the group consisting of: 

C^p alkoxy, -NfF^JtRa,), wherein is hydrogen or C M alkyl and R^, is C V5 alkyl; wherein carbocyclic 
aryl is phenyl; w * 

heterocyclyl is benzo[1 ,3]dioxolyl, furyl, isoxazolyl, oxazolyl, pyrazolyl, pyridyl, or thienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

84. The compound according to claim 83 wherein R, is selected from the group consisting of: 

0) alkyl, and 

C t . 16 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• hydroxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
- ^.5 alkyl, 

•• alkyl substituted by halogen, and 
C^g alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C^g alkyl, and 
•• 0^5 alkyl substituted by halogen, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group consist- 
ing of: 

•• halogen, 

•• Cj.g alkoxy, and 

- ^.5 alkyl, 

• carbocyclic arylsulfinyl, 

• carbocyclic arylsulfinyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C M alkyl, and 

•• 0^5 alkyl substituted by halogen, 

• carbocyclic aryl, 
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• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• C^g alkyl, and 

•• C t . 5 alkyi substituted by halogen, 
(ii) cycloalkyl, and 

C3.12 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by substitutent(s) independently selected from the group consisting of: 

•• C^s alkoxy, 

~ halogen, 

•• C^s alkyl, and 

•• C 1-5 alkyl substituted by halogen, 
(Hi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C M0 alkyl, 

• alkyl substituted by halogen, 

• alkoxy, and 

• alkoxy substituted by halogen, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• C^g alkyl substituted by halogen, 

• C^s alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
- C^g alkyl, 

C^s alkyl substituted by halogen, and 

0^5 alkoxy, 

• C V 5 alkylthio, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by halogen, 

R2 is selected from the group consisting of: 

-NfRgaHRa,), wherein R^ is hydrogen or C,. 5 alkyi and Rjb is alkyl; 
wherein carbocyclic aryl is phenyl; 

heterocyclyl is benzoyl p 3]dioxolyl, furyl, pyrazolyl, pyridyl, orthienyl; and 
halogen isfluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

85. The compound according to any one of claims 82 to 84 wherein p is 1 and T is C^g alkyl; R3 and R 4 are both 
hydrogen; A is a single bond and B is a single bond or -CH2-; 
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or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

86. The compound according to claim 1 selected from the group consisting of: 

N-[(cis^[4-(dimethylamino)-5-methylpyrimM 
zamide; 

N-[(cis^[4-(dimethylamino)-6-methylpyri^^ 
zamide; 

N-[(cis^[4-(dimethylamino)-6-methylpyrim^ 

3,5<lichloro-N-[(ds^-{[4-(dimethylamta^ 

N-[(cis^[4-(dimethylamino)-5-m^ 

N-[(cis^[4-(dimethylamlno)-5-methylp^^ 

N-[(cis^[4-(dimethyiamino)-5-methy^ 

N-[(cis^[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}cyclohexyl)meth 
mide; 

N-[(cis^[4-(dimethylamino)-5-methylpyrim^ 
mide; 

4-bromo-N-[(cis^-{[4-(dimethylamino)-5^^ 
mide; 

N-[(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl]me 
benzamide; 

3,5^lchloro-N-[(cis^-3{[4-(dimethyiamino)-5-methylpyrimidin-2-y0amino}cyclohexyl)methyl]ben 
3,4Kiichloro-N-[(cis^{[4-(dimethylamlno)-5-methylpyrimidin-2-yi]^ 

4^hloro-N-[(cis^{(4-(dimethyIamino)-5-methylpyrimidin-2-yl]amino)cyclohexyl)methyl]benz^ 

4-chloro-N-[(cis-4-{[4-(dimethylamino)-6^et^^ 

N-[cls^-({[4-(dimethylamino)-5-methylpyrim^ 

4-bromo-N-[cis^-({[4-(dimethylamino)-5^ethylp^ 

4-bromo-N-[cis^-({[4-(dimethyl^ 

mide; 

3,5-dichloro-N-(cis^-({[4-(dimethylamino)-5-m^ 
3,4^tehloro-N-[cis-4-({[4-(dlmethyl^ 

N-[cls-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl)cyclohexy0-3,5-bis(trtf 
zamide; 

N-[cis-4-({[4-(dimethylamino)-6-me%^ 
4-bromo-N-[ds^-({[4-(dimethylamino)-6^e^ 
4-bromo-N-[cis^-({[4-(dimethylamino)-6^ 
mide; 

N-(cls-4-{[4-(dimethylamino)-5H7ie%lpyri^^ 

N-(cis-4-{[4-(dime%lamino)-6^ethylpyrimidin-2-yl]amino}cyclohexyl)^ 

N-(4^[4-(dimethyiamjno)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3-nitrobenzam^de; 

N-(c!s-4-ff4-(dimethylamino)-6^ethyl^ 

N-(cis-4-{[4-(dimethylamjno)-6HTiethylpyrimidin-2-yl]amino)cyclohexylV 

4-chloro-N-(cis-4-{[4-(dimethylamino)-6-methylpyi1mjdin-2-yl]amino}cyclohexyl)benzamide; 

3^hloro-N-(cis^[4-(dimethylaminoV6-methylpyrimidin-2-yl]amino}cyclohexyl)benzamide; 

N-(cls^-{[4-(dime%lamino)-6HTie%lpyrimidin-2-yl]amino}cyclohexyi)-3,^ 

N-(cls-4-{[4-(dimethylamino)-6-m^ 

N-(cis-4^4-(dime%lamino)-6HTieth^^ 

N-(cis-4^[4-(dimethylamino)-6-meth^ 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3-methylbenzami^ 
N-(cis^[4-(dimemylamino)-5^ethylpyrimM^ 

N-(cis-4^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-4-methylbenzamide; 

N-(cis^[4-(dime%lamino)-5^ethy^ 

3^hloro-N-(cis^[4-(dimethylamino)-5-methylpyri^^ 

N-(cis-4-{[4-(dimethylamino)-5^ethylpyim^^ 

2-(4-bromophenoxy)-N-(ds^[4-(dimethylamm^ 

2-(4^hlorophenoxy)-N-(cis^4[4-(dimethylamino)-5-methylpyrimidin-2-yl]amm 

N-(cis^4-(dimethylamino)-5^ethyfpyrimM^^ 

N-(cis^{[4-(dimethylamlno)-5^e%lpyr^ 
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2-(2-bromophenoxy)-N-(cis^[4-(dim^ 

N-(cls-4-{[4-(dim8thylamino)-5HTie%lpyrimidln-2-y!]amlno}cycloh 

N-(cis^-{[4-(dime%lamino^5Hrnethylpy^^^ 

N-(cis^-{[4-(dime%lamino)-5-metW^ 

2-(3,4-dichlorophenoxy)-N-(cis-4-{[5-methy^ 

2-(2>dtehlorophenoxy)-N-(cis^5-methyW-(m^ 

2-[(3,4^ifluorophenyl)sulfonyq-N-(cis^ 

namide; 

N-(cis^-([4-(dimethylamino)-5-ethylpyrimidin^ 

N-[cis^{4-[ethyl(methyOamino]^^ 

N-(cis^4-(dime%lamino)-6^ethylpyrim^^ 

N-(cls^4-(d!me%!amlno)-5HTiethylpy^ 

2-(2^hlorophenoxy)-N-(cis^[4-(dime%^ 

2-(3^hlorophenoxy)-N-(cis^[4-(dime%l^ 

2-(3-bromophenoxy)-N-(ds^[4-(dime^^ 

N-(cls-4-{[4-(dimethylamlno)-5^ethylpyrimidin-2-yl]amino}cycloh 

namide; 

N-(cis^[4~(dimethylamino)-5-methy!py^ 

N-(cls^[4-(dimethylamino)-5^e%lpyrimidjn-2-yl]amjno}cyclohe 

N-(cis-4-{[4-(dimethylamino)^ 

mide; 

2-(3-chlorophenoxy)-N-(cis-44[4-(dimethylam^^ 

2-[(5^:hloropyridin«3-yl)oxy]-N-(cis^4-(d^^ 

mide; 

N-(cis-4-{[4-(dimethylamino)-^ 

2-(3,4-dif!uorophenyi)-N-(cis^[4-(dimetty^ 

cetamide; 

N-(cis^-{[4-(dimethylamino)-5Hiiethy^ 
acetamide; 

2-(2,3-difluorophenyl)-N-(cis^[4-(dim^^ 
cetamide; 

N-(cis-4^[4-(dimethylamino)-5^ethylpyrimidin-2-yl]amino]}cyclohexyl)-2-hydro^ 
nyl]acetamide; 

N-(cis-4-{[4-(dimethyiamino)-5Hiiethy^^ 
acetamide; 

2-[(2^hlorophenyl)sutfinyl]-N-(cis^ 
mide; 

2-[(3-bromophenyl)sulfinyl]-N-(cis-4^[4-^ 
mide; 

2- [(3,4<lifluorophenyl)sutfinyl^ 
mide; 

N-(cis-4-{[4-(dime%lamino)-5^ethy^^ 
N-(cis-4^4-(dime%lamino)-5™ethylpyri^^ 

3- bromo-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yOamino}(^clohexyl)benzamide; 
N-(cis-4-{[4-(dimethylamino)-^ 

N-(cis-4-{[4-(dimethylamino^5^ethylpyrimidin-2-y!]amino)cyclohexyl)^-fluo 
3,4^ichloro-N-(ds-4^[4-(dime%lamino)-5-m^ 
N-(cis-4-{[4-(dimethylamino)-5^ethy^^ 
N-(cis-4-{[4-(dimethylamino)-5HT^ 

N-(cis-4-{[4-{dimethylamino)-5HTiethylpyrimidin-2-yl]amino)cyclohexyl)-2,4-di 

N-(cis-4-{[4-(dimethylamino)-5H7ietty^^ 

N-(cis^-{[4-(dimethylamino)-5HTiethylpy^ 

4^hloro-N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}(^iohexyl)benzamide; 
3^ano-N-(cis^-{[4-(dimethylamino)-5-me 

4^ano-N-(cis^-{[4-(dimethyiamino)-5-methyipyrimidin-2-yl]amino}<7clohexyl)benzamide; 
2-[(3,4-dichtorophenyl)su!finyO-N-(cis^[4-( dimethylamino)^^ethyipyrimidin-2-yl]amino}cyclohexyl)aceta- 
mide; 

N-(cis^-{[4-(dime%lamino)-5^eth^^ 
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acetamide; 

N-(cis^-{[4-(dime%lamlno)-5^ethylpyri^^ 
nyl acetamide; 

N-(cis^-{[4-(dime%lamino)-5^ethylpyrim^^ 

2- (tert-butylthio)-N-(cis-4-{[4-(dIm^ 

N-(cis-4-{[4-(dime%lamino)-5^ethylpyrimidin-2-yl]amino}cyclohexyl) 

N-(cls^-{[4-(dimethylamino)-5^eth^ 

N-(cis^-{[4-(dimethylamino)-6^e%lpyri^^ 

N-(cis^-{[4-(dime%lamino)-6^ett^ 

3^ano-N-(cis^-{[4-(dimethylamino)-6^ 

4^ano-N-(cis^[4-(dimethyiamino)-6-m^ 

N-(cis^[4-(dimethylamino)-5,6-dimethylpyrimW^^ 

N-(cis^-{[4-(dimethylamino)-5,6^^ 

3^ano-N-(cis^-{[4-(dimethylamino)-5^^ 

N-(cis-4-{[4-(dime%lamino)-5,6-dim^ 

3^hloro-N-(cis^^[4-(dimethylamlno)-5 ( 6-dimettiylpyrimidin-2-yl]amino}cycloh 

3- bromo-N-(cis^-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclo 
N-(cis-4^[4-(dimethylamino)-5,6-dimet^^ 
N-(cis-4^4-(dimethylamino)-5,6-dime%^ 

mide; 

3,4-dtehloro-N-(cis-4^4-(dimethy^ 

N-(cis^4-(dimethylamino)-5,6-dimethylpy^ 

4^ano-N-(cis^[4-(dimethyiamino)-5,6<lim^ 

N-(cls-4^4-(dimethylamino)-5,6-dimethylpyrimidin-2-ynamino}cyc 

N-(cis-4-{[4-(dime%lamino)-5,6-d^ 

4^hloro-N-(cls^[4-(dimethylamino)-5 l 6-dimethylpyiimidin-2-yl]amlno}cyc^ 
N-(cis-4^[4-(dimethylamino)-5,6-dimethylpyri^ 

4- bromo-N-(cis^-{[4-(dimethylamino)-5-met^^^ 
N-(cis-4-{[4-(dimethylamino)-5HTiethylpyri^^ 
N-(cis-4-{[4-(dimethylamino)-5 p 6-dim^ 

5- bromo-N-(cis^-{[4-(dimethylamino)-5,6-dim^ 
N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyri^^ 
ide; 

2-(3,5-difiuorophenyl)-N-(cis^[4-(dimetW 
acetamide; 

N-(cls^-{[4-(dimethylamino)-5,^ 
mide; 

N-(cis^-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yOamino}cyclohexyl)-2,6<iimet^ 

4-bromo-N-(cis^-{[4-(dlmethylamino)-5,6-dim^ 

N-(cis^-{[4-(dime%lamino)-5,6^im^^ 

4- bromo-N-(cis^-{[4-(dimethylamlno)-5 l 6-d^ 
N-(cis-4-{[4-(dimethylamino)-5,6<limethy^^ 

N-(cis^-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyi)-4-fluoro-3-m 

N-(cis-4-{[4-(dimethyiamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3-ethylben 

N-(cis^-{[4-(dime%lamino)-5,6^ 

5- bromo-N-(ds^-{[4-(dlmethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)nicotinamW 
N-(cis^-{[4-(dime%lamino)-5,6-dimethy^ 

ide 

N-(cis-4-{[4-(dimethylamino)-5,6-dimetW 

N-(cis^-{[4-(dimethylamino)-5,6^ 

N-(cis^-{[4-(dime%lamino)-5 f 6-dimethylpy^ 

N-(cis^[4-(dimethylamino)-5,6-dimethylpyri^^ 

3,5Kiichloro-N-(cis-4^4-(dimethylamino)^ 

4-bromo-N-(cis^-{[4-(dimethylamino)-5-methylp^ 

N-(cis^-{[4-(dime%lamino)-5HTiethyl^^ 

N-(cis-4-{[4-(dimethyiamino)-5^ethylpyrimM 

N-(cis^[4-(dimethyIamino)-5-methytpyrimidin-2-yl]amino}cyclohexyO-3-fiuoro 
N-(cis^[4-(dimethylamino)-5HTiethyfpyri^^ 
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N-(els^-{[4-(dim©thylamino)-6^ethylpyrimidin-2-yl]amino}cyclohexyl)-3^ 

N-(cls-4-{[4-(dime%lamino)-6 

mide; 

N-(cis-4-{[4-(dime%lamino)-6Hrrathylpyri^^ 
mide; 

3^hloro-N-(cis^-{[4-(dimethylamino^^ 

N-(cis-4-{[4-(dlme%lamino)-6-methylpyiM 

N-(cis-4-{[4-(dimethylamino)-6^ethylpyrimM 

3,5KJichloir>-N-(cis^[4-(dimethylamino^ 

N-(cte-4-{[4-(dime%lamino)-6^ 

N-(cis^^4-(dime%laniino)-6^e%lpyiimidin-2-yl]amino)cyclohexyl)-3 l 5-dffl 
4-bromo-N-(cis^[4-(dimethylamino)^-methylpy 

N-(cls^^4-(dime%lamino)-6^ethylpyrimldin-2-yl]aminoJcyclohexyl)-3^th 
N-(cis^-{[4-(dime%lamino)-6HTiethylpyri^^ 

4- bromo-N-(cis^-{[4-(dimethylamino)^^ 

N-(cis-4-{[4-{dimethylamino)-6HTiethylpyrimidin-2-yl]amino}cyclohexyO^ 
N-(cls-4-{[4-(dimethytamlno)-6HTiethylpyrimidin-2-yl]amino)cyclohexyl)-3 
N-(cis^-{[4-(dimethylamino)-6^ethylpyrimidin-2-yl]amjno)cyclohexyl)-3-eth 
N-(cis-4-{[4-(dimethylamino)-6HTiethylpyrimidin-2-yl]amino}cyclohexy^ 

5- bromo-N-(cis^-{[4-(dimethylamino)-6-methylpy 

5-bromo-N-(cis^-{[4-(dimethylamino)-6-methylpyrimidln-2-yOamino}cyclohexyl^ 

5K:hloro-N-(cis^[4-(dimethylamino)-6-methylpyri^^ 

N-(cis^-{[4-(dime%lamino)-5HTiethyipy^ 

mide; 

N-(cte-4-fl4-(dime%lamino)-5^ethy^ 
boxamfde; 

N-(cis^[4-(dimethylamino)-5^ethylpyrimid^ 

N-(cis-4^[4-(dimethylamino)-5^ethylpyri^^ 

5-bromo-N-(cis^-{[4-(dimethylamino)-5-metty^^ 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimtf^ 

4^hloro-N-(cis^[4-(dimethylamino)-5-me^^ 

mide; 

5-bromo-N-(cis^-{[4-(dimethylamino)-5-methy^ 

3,4-dlchloro-N-(cis-44[4-(dimethylamino)^me%lpyrimidin-2-yl]amino}cyclohexyl)ben2 

3^hloro-N-(cis^[4-(dimethylami^ 

mide; 

N-(cis-4-{[4-(dimethylamino)-5^ethylpyrimidi^^ 
mide; 

N-(cis-4-{[4-(dimethylamino)-6^ethylpyrim^ 
mide; 

2-(4-chlorophenyO-N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cycloh 
mide; 

1-(4-chlorophenyl)-N-(cis^[4-(dimethylam^ 
boxamide; 

1 -(4-chlorophenyO-N-(cis^[4-^ 
boxamide; 

1- (2,4-dichloroghenyl)-N-(cis^[4-(dime^ 
carboxamide; 

2- (4-chlorophenyO-N-(cis^-{[4-(dimethylam^ 
mide; 

1-(4^hlorophenyO-N-(cis^[4-(dime%^ 
boxamide; 

1-(4-chlorophenyO-N-(cis^[4-(dimethyl^ 
boxamide; 

1- (2,4-dfchlorophenyl)-N-(cis^[4-(dim^ 
carboxamide; 

2- [3,5-bis(trifluoromethyl)phenyO-N-(cis^ 
acetamide; 
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N-(cis^-{[4-(dimethylamm 
omethyl)ethyl]benzamide; 

2-(4^hlorophenyO-N-(cis^[4-(dimethyiamino)-5-methyfc^^ 

N-(cis-4-{[4-(dimethylamino)-5^e%lpyrimidin-2-yl]amlno}cyclohexyl)-1^ 

boxamide; 

2-(4K;hlorophenyO-N-(cis^[4-(dimethylamino)-5-m^ 
2-(4^hlorophenyl)-N-(cls^[4-(dimethylamino)-5-^^ 
mide; 

N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-1-(4^ 
carboxamide; 

N 2 -(3^:hlorophenyl)-N-(cis^-{[4-(dlmethylamino)-5^ethylpyrimidin-2-yl]a 
namide; 

N 2 -(3,4^ichlorophenyl)-N-(cis-4-{[4-(dimethylamta^ 
lycinamide; 

N-(cis-4-{[4-(dimethylamino)-5H^ 
namide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N 2 -(3-f^ 
namide; 

N-(cis-4-{[4-(dimethyiamino)-5H7iethylpyrimidin-2-yl]amino)cyclohexyl)-N 2 -(44luoropheny 
namide; 

N 2 -(4^hlorophenyl)-N-(cis-4-{[4-(dimethylam^ 
namide; 

N 2 -(3,4^iifluorophenyl)-N-(cis-4^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N 
lycinamide; 

N-(cis-4-{[4-(dimethylamino)-5n^^ 
cinamde; 

N-(cis-4-{[4-(dime%lamino)-5^ethylpy^^ 
cinamide; 

2-[(3,4<lifluorophenyl)amino]-N-(cis-4^[4-(dimefr^^ 
namide; 

2-(3 > 4-dtehlorophenoxy)-N-(cis-4-{[4-mett^ 

trans-2-(4<hlorophenyl)-N-(cis^-{[4-(dimethylamino^ 

panecarboxamide; 

trans-2-(3K:hlorophenyl)-N-(cis^-{[4-(dimethy^ 
panecarboxamide; 

trans-2-(3,4-difluorophenyl)-N-(cls^{[4-(dim^ 
panecarboxamide; 

trans-2-(3,4-dichlorophenyl)-N-(cis-4^[4-(dimethyl^^ 
panecarboxamide; 

trans-2-[3,5-bis(trifluoromethyl)phenyl]-N-^ 
clohexyl)cyclopropanecarboxamide; 
2-[(4<:hlorophenyi)sulfonyl]-N-(cis^[4-(dimethy^ 
mide; 

2-[(3-chlorophenyl)sulfonyl]-N-(cis^-{[4-(dimethyl^^ 
mide; 

2-[(4-bromophenyl)sulfonyl]-N-(cis^-{[4-(dimethylam^ 
mide; 

N-(cis^-{[4-(dimethylamino)-5-methylpy^ 
nicotinamide; 

N-(cis^^4-(dimethylamino)-5^ethylpyrimid^ 
pyrazol-5-yl]oxy}acetamide; 

2-[(2^hlorophenyl)sulfonyO-N-(cis^[4-(dimethylamino)-6^ 
mide; 

2-[(3K:hlorophenyl)sulfonyQ-N-(cis^-{[4-(dimethylamino)-6-methylpyrimidin-2-y0amino}cy^ 
mide; 

3,4-dichloro-N-{cis-4-[(4-methoxy-5H7iethyipyrimidin-2-yl)amino]cyclohexyl} benzamide; 

N-[cis^-(4-dimethylamino-5-methyli)yrimidin^^^ 

N-[cis-4-(4-dimethylamino-6-methyl^yrimidin-2-^ 
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3^hloro-N-[cfs^-(4-dimethylamino-^ 

4<:hloro-N-[cis^-(4-dimethylamino-6^ethyl-pyrimid^^ 

3<hloro-N-[cis^-(4-dimethylamlno-6HTiethyl-pyri^^ 

N-[cis^-(4-dimethylamino^-methyli)yrim^ 

3^hloro^-fluoro-N-[cte^-(5-methyM^^ 

4^h!oro-N-[cis^-(4-dimethylamino-5^ethyl-pyrim^ 

3^hloro-N^cfs^-(4-dimethylamino-5^ethyhpyrimidln-2-y^ 

N-[cis^-(4-dimethylamino-5-methyl^yrimidin-2-yl^ 

N-[cis^-(4-dimethylamino-5-methyl^yrimidin-2-yiarTiino)-cyclohexyl]-3 and 

2- (3,4-drfluoro-phenyl)-N-[cte^-(4-dime^^ 

or a pharmaceutical acceptable salt, hydrate, or solvate thereof. 

87. The compound according to claim 1 selected from the group consisting of: 

N-[(cis^[4-(dimethylamino)-5-methylp^ 
zamide; 

N-[(cis^4[4-(dimethylamino)-5-methylpyri 

N-[(cis^[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}cyclohexyl)methy0-3-(trifluoro 
mlde; 

44Dromo-N-[(cis^-{[4-(dimethylamino)-5^ethy^ 
mide; 

3,5<lichloro-N-[(ciSH4-{[4-(dimethylamino)-5-m 

3.4- dichloro-N-[(cis^-{[4-(dimethylamino)-5-^^ 

3.5- dtehloro-N-[cis-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl)<^clohexyl]ben 
N-(cls^[4-(dimethylamino)-5HTiethylpyrimitf^ 
N-(cis^-{[4-(dimethy!amlno)-6-methy^ 

N-(4^[4-(dimethylamino)^methylpyrimidin-2-yl]amlno}cyclohexyl)-3-nitrobenzamide; 
N-(cis^[4-(dimethylamino)-6^ethylpyrimidin^^^ 

4-chloro-N-(cis^[4-(dimethyIamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)benzamide; 

3- chloro-N-(cis-44[4-(dimethyiamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)benzamide; 
N-(cis^-{[4-(dimethylamino)-6^ethyipyrim^ 

N-(cis^-{[4-(dime%lamino)-6-methylpyrimldin-2-yl]amino)cyclohexyi)-3-methylbenzamide; 

N-(cis^-{[4-(dimethylamino)-6H7iethylpyrim^ 

N-(cis^-{[4-(dimethylamino)-6HTiethylpyrimidin^ 

N-(cls-4-{[4-(dimethylamlno)-5-methylpyrlmidin-2-yl]amlno)cyclohexyl)-3-methylbenzamide; 
N-(cis^-{[4-(dimethylamlno)-5-methylpyrimidin-2-yl]amino}cyclohexyl)*3^ethoxybenzamide; 
N-(cls^-{[4-(dimethylamino)-5H7iethylpyrimldjn-2-yl]aminoJcyclohexyl)^^nethylbenzamide; 
N-(cls^-{[4-(dimethylamino)-5HTiethylpyrimid^^^ 

3-chloro-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}cyclohexyl)benzamide; 

N-(cls^[4-(dlmethylamino)-5-methylpyrimidin-2-yl]amlno)cyclohexyl)-2-(3-methylphe 

2-(4-bromophenoxy)-N-(ds^[4-(dimethylamm 

2-(4^hlorophenoxy)-N-(cis^4[4-(dimethylamino)-5-methylpyrimidin-2-yi]amino}cyclohexyl)nicoti 

N-(cis-4-{[4-(dimethylamino)-5Hriethylpyi™ 

N-(cis-4^[4-(dime%lamino)-5HTiethy!pyrimidm^ 

2-(2-bromophenoxy)-N-(ds^4[4-(dlmethylamino)-5-mett^^ 

N-(cis-4-{[4-(dimethylamino)-5^ethylpyri 

N-(cis-4-{[4-(dimethylamino)-5^ethylpyrimidm^ 

N-(cis-4-{[4-(dime%lamino)-5^ethylpyrimidin-2-^^^ 

2-(3,4-dichlorophenoxy)-N-(cis^-{[5-methyl-4-(meth^^ 

2-(2,3-dtehlorophenoxy)-N-(cis-4-{[5-methyM-(meth^ 

2-[(3 ( 4Kjifluorophenyl)sutfonyQ-N-(cis^ 

namide; 

N-[cis^-({4-[ethyl(methy0amino]-5-methyIpyrim^ 

N-(cls^-{[4-(dimethylamino)-6^ethylpyrimidin-2-yl]amino}<7clohexyl)-3,5-dime 
N-(cis-4-{[4-(dimethylamino)-5^ethylpyrimidin^^ 
2-(2^hlorophenoxy)-N-(ce^4I4-(dime%lamm^^ 
2-(3K:hlon>phenoxy)-N-(cts-4^[4-(dimethylamino)-5-^ 
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2-{3-bromophenoxy)-N-(ds^[4-(dimethylamino^ 

N-(cis-4-{[4-(dime%lamino)-5HTiethylpyrim^ 

namide; 

N-(cte^^4-(dime%lamino)-5^ethylp^ 

N-(cis^-{[4-(dimethylamlno)-5H7iethylpyrimidin-2-yl]amino)cyclohex^ 

N-(cis^[4-(dime%lamino)-5^e%tpyrimidi^^^ 

mlde; 

2-(3^:hlorophenoxy)-N-(cis^[4-(dimethylam^ 

2-[(5^hloropyridin-3-yl)oxy]-N-(cis^4[4^^ 

mide; 

N-(cis^^4-(dimethylamino)-5,6-dimethylpri^^^ 

N-(cis^4-(dimethylamino)-5^8thylpyr!midin-2-yl]amlno]cyclo 

acetamide; 

2-(2,3-dif!uorophenyl)-N-(cis^-{[4-(^ 
cetamide; 

N-(cls^-{[4-(dimethylamino)-5-methylpyrimidin-2-y!]amino}cyclohexyl)-2-h 
nyljacetamide; 

N-(cis^[4-(dimethylami^ 
acetamide; 

2-[(2^hlorophenyl)sulfinyl]-N-(cis^[4-(d^ 
mide; 

2- [(3-bromophenyl)sulfinyl]-N-(cis-4^[4-(dim^ 
mide; 

N-(cis-4{[4-(dimethylamino)-5-meta^ 
N-(cis-4-{[4-(dimethyIamino)-5-methylpyrim^ 

3- bromo-N-(cis-4-{[4-(dimethy!amino)-5-methylpyrimidln-2-yl]amino}cyclohexyl)benzamide; 
N-(cis-4-{[4-(dimethylamino)-5HTiethylpyri^^ 
N-(cis-4-fl4-(dimethylamino)-5-m^ 

3,4-dtehloro-N-(ci3-^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohe^^ 

N-(cis-4-{[4-(dimethylamino)-5-methylpyri^^ 

N-(cis^[4-(dime%lamino)-5HTiethyIpyrimi^^ 

N-(cis^-{[4-(dimethylamino)-5HTiethylpyrimid^ 

N-(cis-4-fl4-(dimethylamino)-5-methy^ 

N-(cis^-{[4-(dime%lamino)-5HTiethylpyri^^ 

4K;hloro-N-(cis^[4-(dimethyiamino)-5-met^^ 

3^ano-N-(cls-4-{[4-(dimethy!amino)-5-methylpyrimldin-2-yl]amino}cyclohexyl)benzamide; 
4^ano-N-(cis^-{t4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)benzamide; 
N-(cte^-3{[4-(dimethylamino)-5^ethyl^ 

N-(cis^-{[4-(dimethylamino)-5-methytpyrimidln-2-yl]amjno}cyclohexyl)-2-(propyft 
N-(cis^-{[4-(dimethylamino)-6HTiethylpyri^^ 

3-cyano-N-(cls^-{[4-(dlmethylamIno)-6-methylpyrimidin-2-yl]amino}cyclohexyl)benzam^ 

4^ano-N-(cis^-{[4-(dimethylamino)-6-met^ 

N-(cis-4-{[4-(dimethylamino)-5,6-^ 

S-cyano-N-fcis^f^dimethylaminoJ-S.S^lim^ 

N-(cis^-{[4-(djmethylamino)-5 t 6-dimethylpyri^^ 

3n;hloro-N-(cis^[4-(dlmethylamino)-5,6-dto^ 

3- bromo-N-(cis^-{[4-(dimethylamino)-5,6-dim^ 

N-(cis-4^[4-(dlmethylamino)-5 1 6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3,5<Jimethox^ 

N-(cis^-{[4-(dimethylamino)-5,6-dimetW 
mide; 

3,4^ichloro-N-(cis-4^4-(dimethylamino^ 

4- cyano-N-(cis^[4-(dimethylamino)-5,6^ime 
N-(cis-4^[4-(dimethylamino)-5,6-dimethylpy 
N-(cis^[4-(dimethylamino)-5,6-dimethylpy^ 

4^hloro-N-(cis^[4-(dimethylamino)-5 I 6-dimethylpyrimidin-2-yl]amino}cyclohexyQ 

4-bromo-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)benzamide; 

N-(cis^[4-(dimethylamino)-5HTiethylpy^ 

N-(cis^-{[4-(dimethylamino)-5,6-dim^ 
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5-bromo-N-(cis^-{[4-(dimethylamino)-5,6-dimethylpyrimidln-2-yl)amino}cycloh 

N-fcte^-fK-tdimethylaminoJ-S.e^ 

4-bromo-N-(cis^-{[4-{dimethylami^ 

N-(cls^^4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino }cyclohexyl)-4-(trifluoromethyl)benzamide; 

4- bromo-N-(cis^-{(4-(dimethylamino) 

N-(cis-4-{[4-{dimethy!amino)-5 t 6-dimethylpyrimidin-2-yQamjno}cyclohexyl) 

N-(cis^[4-(dimethylamlno)-5,6-dimethylpyi^^ * 
N-(cis-4-{[4-{dimethylamino)-5,6-dimett^^ 

5- bromo-N-(cis^[4-(dimethylamin^ 
N-(cis^{[4-(dimethylamino)-5,6-dimethy^^ 
ide; 

N-(cis-4-{[4-(dimethylamino)-5,6-d^ 

N-(cis^-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3-e^ 

N-(cis^-{[4-(dimethylamino)-5 t 6-dimet^ 

3,5^ichloro-N-(cis-4^[4-(dimethylamino)^ 

4-bromo-N-(cis^-{[4-(dimethylamino)-5-m^ 

N-(cis-4-{[4~(dimethylamino)-5H7ie%^ 

N-(cis-4^[4-(dimethyiamino)-5^ethyipyri^^ 

N-(cis^-fl4-(dimethylamino)-5-m^ 

N-(cis-4-{[4-(dimethylamino)-6^ 

N-(cis^^4-(dimethylamino)-6-me%lpyrimW^ 

mide; 

N-(cls-44[4-(dimethylamino)-6-me%lpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro 
mide; 

3^hloro-N-(cis^4[4-(dimethylamino)-6^ 

N-(cis^-{[4-(dimethylamino)-6^ethylpyrimM^ 

N-(cis-4^[4-(dimethylamino)-6^ethylpyrim^ 

3,5<lichloro-N-(cis^[4-(dimethylami^ 

N-(cis-44[4-(dimethylamino)-6HTie^ 

N-(cis-44[4-(dimethylamino)-6HTiethylpyrimidin-2-ylJamino)cyclohex^ 

4-bromo-N-(cis^-{[4-(dimethylamino)-6-methylpyrimidin-2-yQamino}cyclohex^ 

N-(cis-44[4-(dimethylamino)-6^ethylpyrimM^ 

4- bromo-N-(cis^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexy 
N-(cis^-{[4-(dimethylamino)-6^ethy^ 
N-(cis^[4-(dimethylamino)-6^ethylpyri^^ 
N-(cls-4-{[4-(dimethylamino)-6HTiethylpyrimidin-2-yl]amino]cycl^ 
N-(cis^-{[4-(dimethylamino)-6^ethylpyrimM 

5- bromo-N-(cis^-{[4-(dimethylami^ 
5-bromo-N-(cis^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]am 
5K:hloro-N-(cis^^[4-(dimethylamino)-6-methylpyrimidin-2-yl]am!no}cyclohexy 
N-(cls^-{[4-(dimethylamino)-5Hnet^ 

mide; 

N-(cis^-{[4-(dime%lamino)-5^ethylpyri^^ 
boxamide; 

N-(cte^-{[4-(dimethylamino)-5-methy1^ 

5-bromo-N-(cis^-{[4-(dimethylamino)-5-me^ 

N-(cis^-{[4-(dimethylamino)-5-methylpy^ 

4^hloro-N-(cis^^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3-(trif 
mide; 

5-bromo-N-(cis^-{[4-(dimethylamino^ 
3,4<iichloro-N-(cis^[4-(dimethylamino)-6-m 
3^hloro-N-(cis^[4-(dimethylamino)-5-metW^ 
mide; 

N-(cis-4-{[4-(dime%lamino)-5^ethylpyrim^ 
mide; 

N-(cis^-{[4-(dimethylamino)-6^ethylpyrimi^^ 
mide; 

2-(4^hloropheny0*N-(cis^[4-(dimethyIamino)-5-methylpyrimidin-2-y0amino}c^cloh 
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mide 

1-(4^blorophenyl)-N-(cis^[4-(dimethylami^^ 
boxamide; 

1-(4^hlorophenyO-N-(cis^[4-(dimethylam™ 
boxamide; 

1- (2,4<ltehlorophenyl)-N-(cis^[4-^ 
carboxamlde; 

2- (4^hlorophenyO-N-(cis^[4-(dimethylaminoV^ 
mide 

1«(4^hlorophenyl)-N-(cis^-{[4-(dime%^ 
boxamide; 

1-(4^hlorophenyl)-N-(cls^[4-(dimethylam^^ 
boxamide; 

1- (2 t 4-dtehlorophenyl)-N-(cis^4[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclo 
carboxamlde; 

2- (4^hlorophenyO-N-(cis^-{[4-(dimethylamino^ 
N-(cis-4-{[4-(dimethylamino)-5-met^ 
boxamide; 

2-(4^hloropheny0-N-(cis^t4-(dimethylamino)-5-methylpyrimidin-2-y0amino}<^clohexyl)pro 

2-(4^hlorophenyl)-N-(cis^-{[4-(d^ 

mide; 

N-(cis^-{[4-(dimethylamino)-5^ethylpy^ 
carboxamlde; 

N 2 -(3<:hlorophenyl)-N-(cis-4-{[4-(dime 
namide; 

N 2 -(3,4<lichloropheny0-N-(cis-4-{[4-(dime^ 
lycinamide; 

N-(cis^[4-(dimethylamino)-5^ethyl^^^ 
namide; 

N-(cis-4«{[4-(dimethyiamino)-^ 
namide; 

N-(cis-4^[4-(dimethylamino)-5HTiethyipyrimidin-2-yl]amino}cyclohexyl)-N 2 -(^ 
namide; 

N 2 -(4-chlorophenyl)-N-(cis-4-{[4-(dimethyl^^ 
namide; 

N 2 -(3,4^ifluorophenyl)-N-(cis^[4-(dimethyl^ 
lycinamide; 

N-(cis-4^[4-(dimethylamino)-5-methyl^^^ 
cinamide; 

2-(3,4-dichlorophenoxy)4SI-(cis^-{[4-me 

trans-2-(4^hlorophenyl)-N-(cis^-{[4-(d^ 

panecarboxamide; 

trans-2-(3K;hlorophenyl)-N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yQ 
panecarboxamide; 

trans-2-(3,4-difluorophenyf)-N-(cis^[4-^ 
panecarboxamide; 

trans-2-(3,4-dichlorophenyl)-N-(cis-4H[4-(dimethylamino)-5-methyipyrimidin-2-yl]^ 

panecarboxamide; 

trans-2-[3 t 5-bis(trifluoromethyl^ 

clohexyl)cyc!opropanecarboxamide; 

2-[(4^hlorophenyl)surfonyQ-N-(cis^{[4-(dimethylamino)-5-methyIpyrimidin-2-y0amino}cycl 
mide; 

N-(cis-4-{[4-(dimethylamino)-5H7^^ 
pyrazol-5-yl]oxy}acetamide; 

N.[ C js^.(4_cij m ethylamino 
N-[cis^-(4<iimethylamino-6-methyl-pyrimidm^ 

3<h!oro-N-[cis^(4-dime%lamino-5^ethyl-py^ 

4^hloro-N^cis^-(Vdime%!amino-6^ethy^ 
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3^hloro-N-[cis^-(4-dimethylamino-6^ethyl-pyrimM 

N-[cis^-(4-dimethylamino-6-methyli>yrimid^ 

3K:hioro^-fluoro-N-[cis^-(5-methyMH7ie%^ 

4^hloro-N-[cis^-(4<iimethylamino-5Hfnethy^ 

3^hloro-N-[cis^-(4-dimethylamino-5-methy^ 

N-[cis-4-(4-dimethylamino-5-methyli)yrimidin^ 

N-[cis^-(4-dimethylamino-5-methyl^yrimidi^^^ and 
2-(3,4-difluoro-phenyl)-N-[cis^(4-dimethylamlno-^^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

88. The compound according to claim 75 wherein R 1 Is selected from the group consisting of: 

(i) C1-16 a,k y'. and 

C1-16 a,k y' substituted by substltuent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• nitro, 

•• 0^5 alkylcarbonylamino, 
•• C M cycloalkylcarbonylamino, 
•• C^s alkyl, 

0^5 alkyl substituted by halogen, 
•• C V5 alkoxy, and 
•• 0^5 alkoxy substituted by halogen, 

(ii) cycloalkyl, and 

C3. 12 cycloalkyl substituted by carbocyclic aryl, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C M0 alkyl, 

• C^o alkyl substituted by halogen, 

• alkoxy, and 

• C^alkylthio, 

(iv) heterocyclyl, 

L is Formula (XV); 
Y is -C(0)NR 5 -; 

R2 is selected from the group consisting of: 

-NfRjgaKRaj). wherein R^ is hydrogen or alkyl and R^, is C^ 5 alkyl; 
wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is 3,4-dihydro-1H-isoquinolinyl; and 
halogen is f luoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

89. The compound according to claim 88 wherein R n is selected from the group consisting of: 

(i) alkyl, and 

Cms alM substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 
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• carbocyciic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• nitro, 
- C^s alkyl, 

M C t . 5 alkyl substituted by halogen, 
C t . 5 alkoxy, and 

C V5 alkoxy substituted by halogen, 

(») C3.12 cycloalkyl, and 

c 3-i2 cycloalkyl substituted by carbocyciic aryl, 
(iii) carbocyciic aryl, and 

carbocyciic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C l-10 alkyl, 

• Cmo alk y | substituted by halogen, and 

• alkoxy; 

R2 is selected from the group consisting of: 

- N(R 2a )(R2b)» wherein R^ is hydrogen or alkyl and is C^g alkyl; 
wherein carbocyciic aryl is phenyl or naphthyl; 
heterocyclyl is 3,4-dihydro-1H-isoquinolinyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

90. The compound according to any one of claims 75, 88, and 89 wherein p is 1 and T is C^ 5 alkyl; R3 and R 4 are 
both hydrogen; and A and B are both single bonds; R 5 is hydrogen: or a pharmaceutical^ acceptable salt, hydrate, 
or solvate thereof. 

91. The compound according to claim 1 selected from the group consisting of: 

cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yll amino}-N-(3-iodobenzyl)cyclohexanecarboxamide; 

cls-N-(2,4-dichlorobenzyl)^[4-(dimethylamino)^ 

cis-N-(2,5-dichlorobenzyl)-4-{[4-(dim^ 

cis-4-{[4-(d!methylamino)-6-methylpyrimidin-2-yl]amino}-N-(4-methylbenzyl)cycto 
cls-N-(3,5-dichlorobenzyl)-4-{[4-(dimethylam^ 
cis-N-(3,5-dimethoxybenzylM^4-^ 
cis-N-(3K;hlorobenzylH-fl4-(dime^ 

C ls^.[4.(dimethylamino)-6-methylpyrimidin-2-y0amino}-N-[3-(trifluoromethyl)benzyl]cycloh 
ide; 

cis-N-[3,5-bis(tiifluoromethyl)benzyO 
boxamide; 

cls-4^4-(dimethylamino)-6^ethylpyrimidin-2-y0amino}-N-(3-methoxybenzyl)cyclohexanecarboxamide; 

cis-N-(4<hlorobenzyO-4^4-(dimethylamino)^-methylpyrimidin-2-yl]amino}cyclohexaneca 

cis-N-(3,4-dichlorobenzylM-{[4-(dime%^ 

cis-N-(2,5-difluorobenzyO-4^4-(dimethylamino)-6-m^ 

cts-N-(2,3-difluorobenzylM^4-(dimethylamino)-6-^^ 

cis-N-(4^romo-2-fluorobenzylH4[4-(dimethylam^ 

ide; 

cis-N-(2,4-difluorobenzy0*4-{[4-(dimethylamino)-6-methylpyrimidin-2-y0amino}cyclohexanecarboxam 

cis^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-(3-methylbenzyl)cyclohexanecar^ 

cis-4^[4-(dimethylamino)-6-methylpyrimidin^ 

mide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}-N-[(1 R)-1-phenyiethyl^clohexanecarboxamide; 
cis^[4-(dimethylamino)-5Hnethylpyrtmidin-2-y0amino}-N-[(1 S)-1 -(4-methylphenyl)ethyl]cyclohexanecar- 
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boxamide; 

cis^[4-(dimethylamino)-5HTiethylpyrimM 
boxamide; 

cis^-{[4-(dimethylamino)-5-methy^ 
amide; 

cis^[4-(dimethylamino)-5-methylpyri^^ 
boxamide; 

cis^[4-(dimethylamimo)^-methylpyrimidi^ 
boxamide; 

cis^-{[4-(dimethylamino)-5-methylpyri 
boxamide; 

cis-N-[(1 R)-1-(4<hloropheny0ethylH^[4-(dimethyi^ 
boxamide; 

cis-N-[1-(4-bromophenyl)e%IH-{[4-(^^ 
ide; 

cis^-{[4-(dimethytamino)-5-methylpyrimidin-2-yl]^ 
amide; 

cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(1S)-1-(4-nitrophenyl)ethyn 
mide; 

cis-4-{[4-(dimethylamino)-5-methyl^^ 

cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yi]amino}-N-(3-methoxyghenyl)cyclohex 

cis-N-(3K:hlorophenylH^4-(dimethylamino^ 

cis^-{[4-(dimethylamino)-5H7iethylpyri^^ 

boxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[4-(trifluoromethyi)ph^ 
ide; 

cis^-{[4-(dimethylamino)-6-methylpyrimM^^ 
boxamide; 

cis-N-[(1 S)-1 -(4<:hlorophenyl)ethy^ 
boxamide; 

cis-N-benzyl-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cycioitexanecart)Oxamide; 

cis^[4-(dimethyiamino)-6-methylpyrimidin-2-yl]a^ 

cis-N-(3,4-dffluorobenzylM-{[4-(dimethylam^ 

cis-4-{[4-(dimethylamino)-6-methylpyrimM 

boxamide; 

cis^-{[4-(dimethylamlno)-6HTiethylpyrim^ 
boxamide; 

cis^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-[(1 R)-1-(4-fiuorophenyi)ethyl]cyclohexanecar- 
boxamide; 

cis-N-[(1 R)-1-(4<hlorophenyl)ethyQ-4^[4-(dimethylamm^ 
boxamide; 

cis-4-{[4-(dimethyiamino)-5-methylpyrimidin-2-y 0amino}-N-[(1 S)-1-(1 -naphthyl)ethyl]cyclohexanecarboxam- 
ide; 

cis-N-[(1R)-1-(4^romophenyi)ethyQ-4^4-(dimethyiamino)-5-methylpyrimidin-2-y0ami 
boxamide; 

cte-N-[(1 S)-1 -(4^romopheny0ethy0-44[4-(dto^ 
boxamide; 

cis^[4-(dimethylamino)-5-methylpyrimidin-2-y0^ 

clohexanecarboxamide; 

cis^[4-(dimethylamino)-5-m^ 

boxamide; 

cis-N^(1S)-1-[3 ( 5^is(trifiuoromethy0pte^ 
clohexanecarboxamide; 
4-{[4-(dimethylamino)-5^ethylpyrim^ 
carboxamide; 

4-{[4-(dimethylamino)-5^ethylpyrimidi^ 
carboxamide; 

cis^-{[4-(dimethylamino)-5^ethylpyr™^ 
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clohexanecarboxamide; 

cls-N-[(1S)-1-(4<hlorophenyl)ethyl]-4^[4-(dlmethylamino)-5-methylpyrlmidin 
boxamide; 

cls-N-[(1 R)-1-(4^hlorophenyl)ethy0-4^[4-(dimethylamino)-5-methylpyrimidin-2-yl]am 
boxamide; 

cis-N-[1-(4^lorophenyl)-1-methy!e%IM^[4-^ 
carboxamide; and 

cis-N^1-[3,5-bis(trffluoromethyl)phenyl]-1-me 
cyclohexanecarboxamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

92. The compound according to claim 1 selected from the group consisting of: 

cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl)amino}-N-(3-iodobenzyl)(^lohexanecarboxamide; 

cis-N-(2,4-dichlorobenzyl)-4-{[4-(dim^ 

cis-N-(2 t 5-dichlorobenzyl)-4-{[4-(dimethylam^ 

cis^[4-(dimethylamino)-6-methylpyrimi 

cis-N-(3,5-dichlorobenzyl)^{[4-(dime%^ 

cis-N-(3,5-dimethoxybenzylM^4-(dime%lamino^ 

cis-N-(3<hlorobenzylH-{[4-(dimethyl^ 

cis-N-[3,5-bis(trifluoromethyl)benzyl]^[4-^ 

boxamide; 

cis^-{[4-(dimethylamino)-6nriethylpyrimidin^ 
cis-N-(4^hlorobenzyl)-4-{[4-(dimethylamino^ 
cis-N-(3,4-dichlorobenzyin4[4-(dlme 

cis-N-(2 t 5-difluorobenzyl)-4-{I4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexaneca 

cis-N-(2,3-difluorobenzyl)-4-{[4-(dimethylami^^^ 

cis-N-(4-bromo-2-fluorobenzylH-{[4-(dimethylam^ 

ide; 

cis-N-(2,4-difluorobenzylM^4-(dimethy^ 

cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-(3-methylbenzyl)cyclohexanecarboxamide; 

cis-4^[4-(dimethy!amino)-6-methylpyrimidin-2^ 

mide; 

cis^[4-(dimethylamino)-5HTiethylpyrimid^ 
boxamide; 

cis-4-{[4-(dimethylamino)-5-methy^ 
boxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimid^ 
boxamide; 

cis^[4-(dimethylamlno)-5-methylpyrimidin-^ 
boxamide; 

cis^-{[4-(dimethylamino)-5H7iethylpyrimidin^ 
boxamide; 

cis-N-[(1R)-1-(4<hlorophenyl)ethyl]^4[4-(dimethylamino)-5-methylpyrimidin-2-yQamino}cyclohexa 
boxamide; 

cis-N-[1-(4-bromophenyl)ethyl]-4-{^ 
ide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin^^ 
amide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-(3-methoxyphenyl)cyclohexanecarboxamide; 

cis-N-(3<hlorophenyl)-4^4-(dimethylamino)^^ethylp^ 

cis^[4-(dimethylamino)-5-methylpyrimidin-2-y0am^ 

boxamide; 

cis^^4-(dimethylamino)-5-methylpyrimidin-2-y0amin^^ 
ide; 

cis-N-[(1 S)-1 -(4^ioropheny0ethyfl^[^ 
boxamide; 
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cjs-N-{3,4-difluoroben2ylM^ 

cls^-{[4-(dimethylamino)-6-methylpyrimldin-2-yOamino}-N-^^ 
boxamide; 

cis^[4-(dimethylamino)-6-methylpyrimidin^ 
boxamide; 

cis-N4(1 R)-1 -(4<hloropheny0 
boxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(1 S)-1 -(1 -naph%l)ethyl]cyclohexanecarboxam- 
ide; 

cis-N-[(1 S)-1 -(44>romophenyl)ethyO^ 
boxamide; 

cis^-{[4-(dimethylamino)-5HTiethylpyrlmidta^^ 
clohexanecarboxamide; 

cis^[4-(dimethylamino)-5-methylpyrimidin-2-y^^ 
boxamide; 

cis-N-{(1S)-1-[3,5-bis(trifluoromethyl)phenyl]ethyl} -4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cy- 
clohexanecarboxamide; 

4-{[4-(dimethylamino)-5^ethylpyrimidin-2-yl]amino}-N^(1S)-1-[3-(trifluoromethyO 
carboxamide; 

4-{[4-(dimethylamino)-5-methylpyrimidin-2^^ 
carboxamide; and 

cis-N-[(1 R)-1-(4^hlorophenyl)ethy0-44[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}cyclohexanec 
boxamide; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
93. The compound according to claim 75 wherein R 1 is selected from the group consisting of: 

(i) Cms *W> and 

Cms alkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

C^j alkyl, and 
~ C %m$ alkyl substituted by halogen, 

(ii) C3. 12 cycloaikyl, and 

C 3-12 cycloalkyt substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by halogen, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^o alkyl, 

• C^o alkyl substituted by halogen, 

• aJkoxy, 

• alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
carbocyclic aryl, 

L is Formula (VII); 
Y is -C(0)NR 5 -; 
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R 2 is -N(R2a)(R2b) wherein is hydrogen or alkyl and R^, is c i-5 ^Ml 
wherein carbocyciic aryl is phenyl; and 
haiogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical fy acceptable salt, hydrate, or solvate thereof. 

94. The compound according to claim 75 or 93 wherein p is 1 or 2 and each T is independently C^ 5 alkyl; R3 is 
hydrogen; R 4 is hydrogen or C 1-5 alkyl; A and B are both single bonds; R 5 is hydrogen; or a pharmaceutical^ 
acceptable salt, hydrate, or solvate thereof. 

95. The compound according to claim 1 selected from the group consisting of: 

N-(3,4-dimethoxyphenyl)-N'-(cis-4^^ 
N-(3^;hlorophenyl)-N , -(cis-4-fl4-(dim^ 
N-(3,4-dichlorophenyl)-NXcis-4-{[4-(dim^^ 
rea; 

N^cis^^-fdimethylaminoJ-S-methylpyrimid^ 

N'-icis^J^dimethylaminoJ-S-met 

NXcis-4-{[4-(dimethylamino)-5-methylpyi1m^ 

N'-(cis-4-{[4-(dimethylamino)-5-me% 

N-(4-chlorophenyl)-N*-(cis-4-{[4-(dimethyl^^ 

N-(3,4-difluorophenyl)-N'-(cis-4-{[4-(dime^ 

rea; 

N^cis-4-{[4-(dimethylamino)-5-methylpyrimid^^ 

N , -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-(4-methoxyphe^^ 
N-{1-[3,5-bis(trifluoromethyl)phenyl]-1 -methylethyli-N'-tcis^^^dimethylaminoJ-S-methylpyrlmidin^-yl] 
amino}cyclohexyl)urea; 

N-[1-(4-chlorophenyl)-1-methylethyl]-N , -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]a^ 
urea; 

N-[1 -(4-chlorophenyl)-1 -methylethylJ-N'^cis^^-tdimethylaminoJ-S-methylpyrimidin^-yllaminoJcyclohexyl) 
urea; 

N-[1-(4-chlorophenyl)-1-methylethyl]-N'-(cis-4-{[4-(dimethylamino)-5-methylpyri^ 
-N-methylurea; 

N-[1-{4-ch!orophenyl)-1-methylethyl]-N4cis-4^ 
-N-methylurea; 

N-[1-(4-chlorophenyl)cyclopropyl]-N , -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyd 
methylurea; 

N-(cis-4-fl4-(dimethylamino)-5-me%lpyri 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino)cyclohexyl)-N , -(3-methoxypheny0 

N-(3,4-dimethoxyphenyl)-N , -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohe^ 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-ylIamlno}cyclohexyl)-N , -(4-fluorophenyl)urea; 

N-(3,4-difluorophenyl)-N < -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yi]amino}cyclohexyl)ure^ 

N-(cis-4-{[4-(dimethylamino)-5-me%lpy 

N-(4-chlorophenyl)-N'-(cis-4-{[4-(dimethylamino)-^ 

N-[3,5-bis(trifiuoromethyl)phenyl]-N , -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino 
urea; 

N-(4-bromophenyO-N , -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-ylJamino}cyclo 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino)cyclohexyl)-N , -(2-methylphenyl)urea; 

N-benzyl-N'-fcis^^-tdimethylaminoJ-S-methylpyrimidin^-yQaminoJcyclohexyOurea; 

N-[2-chloro-6-(trifluoromethy0phenyl)-N , -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-y0am 

clohexyfyurea; 

N-(cis-4-{[4-(dimethylamino)-5-me%lpyrimidin-2^^ 

N-(2,4-dichlorophenyl)-NXcis-4-{[4-(dimethylam^ 

rea; 

NXcis-4-{[4-(dimethylamino)-5-methylpyrimidin-2^ 
phenyQurea; 

N-(4-chloropheny0-N , -(cis-4^4-(dimethyiamino)^^ 
N-p.S-bisfWIuoromethyOphenyO-N'-fci^ 
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ethylurea; 

N'-(cte^{[4-(dimethylamino)-5-m^ 

N'-tcis^^-fdimethylaminoJ-S-methylpyri^^ 

nyljurea; 

N'-(cis^-{[4-(dimethylamino)-5-m^ 

N'^cls-^f^-tdimethylaminoJ-S-methylpyrimidin^-yl] amino}cyclohexyi)-N-ethyl-N-(3-methylphenyl)urea; 
and 

1-(2,3-dichloroi)henyl)-3^cis-4-(4^imethylamino^-methyl-pyrimidin-2-ylamin 
or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

96. The compound according to claim 1 selected from the group consisting of: 

N-(3,4-dimethoxyphenyl)-NXcis-4-{[4-(dime%l^^ 
N-(3^hlorophenyl)-N'-(cis^-{[4-(dimefo 

N-(3 J 4-dichlorophenyl)-N , -(cls-4-{[4-(dimethylamino)-5^ethylpyrimidin-2-yl]amlno)<^clo 
rea; 

N'-(cis^[4-(dimethylamino)-5-methylpyri 
NXcis^[4-(dimethylamlno)-5-methylpyrim^ 

N'-(cis-4-{[4-(dimethylamlno)-5-methylpyrimldln-2-yl]amlno}cydohexyl)-N-(3-fluoro 
N4cis^-{[4-(dimethylamino)-5-methylpyrimidin^ 

N-(4<:hlorophenyl)-N , -(cis^[4-(dimethylamlno)-5-methylpyrimjdln-2-yl]amino)cyclohexyl)-^ 

N-^^lifluorophenylVN'-tcis^^dimethyta^^ 

rea; 

NXcis4^[4-(dimethylamino)-5-methylpyrimidin-2^ 
NXcis-4-{[4-(dimethylamino)-5-methylpyrimid^ 

N-[1-(4-chlorophenyl)-1-methylethyl] -N'^cls^-^-fdlmethylamlnoJ-S-methylpyrlmidln^-ylJamino^dohexyl) 
urea; 

N-[1-(4-chlorophenyl)-1-methylethyl]-N , -(cis-4-{[4-(dimethylamino)-6-methylpyrlmidln-2-yl]amjno} 
urea; 

N-[1 -(4^hlorophenyl)-1 -methylethyl]-W^ 
-N-methylurea; 

N-(cis^[4-(dimethylamlno)-5<nethylpyrimldin-2-yl]amino}cyclohexyl)-N , -(4-fl 

N-(cis^[4-(dimethylamino)-5nrne%lpyrimidin^^ 

N-(4^romopheny0-N'-(cis^[4-(dime%lamino)-5^e^ 

N-(cis^[4-(dlmethylamino)-5^e%lpyrim^ 

N-(cis-4^[4-(dimethylamino)-5^ethylpyrimidin-^^ 

N-(2,4-dichlorophenyl)-NXcis-4-{[4-(dimethylam^ 

rea; 

N'-(cis-4-{[4-(dimethyiamino)-5-methylpyri^^^ 
phenyl]urea; 

N-(4<hlorophenyl)-N'-(cis-4-{[4-(dimethylamlno)-5-methylpyrimidln-2-yl]amino)^ 

N-p.S-bisttrifluoromethyOphenyn-N'-Jcis^^ 

ethylurea; 

NXcis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-^^ 

N'-(cls^[4-(dimethylamlno)-5-meth^^ and 
1-(2,3-dfchloro^henyl)-3^cis-4-(4-dimethylamino-5-methyl-pyrimidln-2-ylamino 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

97. The compound according to claim 75 wherein R 1 is selected from the group consisting of: 

heterocyclyl, and 

heterocycfyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryloxy, 

• carbocydic aryloxy substituted by substituent(s) independently selected from the group consisting of: 
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*• halogen, and 
•• C t . 5 alkoxy, 

L is Formula (X) or (XI); 

Y is -C(O)-; 

R 2 is -NfF^XF^ wherein Rga is C^ 5 alkyl and R^, is C^g alkyl; 

wherein carbocyclic aryl is phenyl; 

heterocyclyl is pyridyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable sa!t, hydrate, or solvate thereof. 

98. The compound according to claim 75 or 97 wherein p is 1 and T is C t . 5 alkyl; R3 and R 4 are both hydrogen; A is 
a single bond and B is -CIV; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

99. The compound according to claim 75 wherein R 1 is selected from the group consisting of: 

(i) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C 1-10 alkyl, and 

• C^q alkyl substituted by halogen, 

(ii) heterocyclyl, 

L is Formula (VII); and 

Y is -S(0) 2 -; 

Rg is -NfRgaHRg!,) wherein Rga is C,. 5 alkyl and is alkyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is furyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

100. The compound according to any one of claims 75 or 99 wherein p is 1 and T is alkyl; R 3 and R 4 are both 
hydrogen, and A and B are both single bonds; or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

101 .The compound according to claim 1 is: 

4^:hloro-N-(cis^[4-(dimethylamlno^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

102.The compound according to claim 1 wherein Rj is selected from hydrogen, -COgtBu, or -C0 2 Bn (Bn is a benzyl 
group); 

R2 is selected from the group consisting of: 

hydrogen, halogen, hydroxy, carboxy, carbamoyl, amino, C.,.5 alkyl, C,. 5 alkyl substituted by halogen, C«,. 5 
alkyl substituted by hydroxy, C V5 alkyl substituted by carboxy, C^ 5 alkyl substituted by carbamoyl, C A . S alkoxy, 
C^g alkoxy substituted by halogen, -NfRgaHRa,); 

wherein R^ is hydrogen or C V5 alkyl and ^ c i-5 a,k W. C3-6 cycloalkyl, or C 1-5 alkyl substituted by substituent 
(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• carboxy, 
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• carbamoyl, 

• C,. 3 alkoxy, 

• amino, and 

• c 3-e cydoalkyl; 

or is methylamino or dimethylamino when Q is Formula (II)- 

B are independently a single bond or -CH 2 - and 
V is a single bond; 

or a pharmaceutical* acceptable salt, hydrate, or solvate thereof. 
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